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(57) Abstract 

Aminobutanoic acid derivatives represented by general formula (I) and salts thereof (wherein each symbol is as defined in the 
description). The derivatives inhibit matrix mctalloprotcinases and are therefore useful for the prevention and/or treatment of rheumatism, 
osteoarthritis, pathologic bone resorption, osteoporosis, periodontal diseases, interstitial nephritis, arteriosclerosis, pulmonary emphysema, 
hepatic cirrhosis, corneal injury, diseases due to metastasis and infiltration of cancer cells or proliferation thereof, autoimmune diseases 
(such as Crohn's disease and Sjogren's disease), diseases due to transmigration of white blood cells or infiltration thereof, neovascularization, 
multiple sclerosis, aortic aneurysm, endometritis and so on. 
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C 1 -8T;u=/^v^5&^'fi^L7t:C 1 ~ 8 T;i^^;i-S2: {±;^ h^v.J^ h^v. 

yntf;!/, y^;K ^^^^i'^ ^7'5"^^^ t^'f-^l^SisJ: t^i 

$tLTv^^^-^;i/, yotf;!/, '^^f^;!^, ^T'f^;!/, 

C 2-8 T;i/'{r^;u^a;{±, yn^::.;!/, rr-^l^^ --<>-f-;U. ^ 

^■b-;U, ^-/x-;!/, :^■:>'■f->'^^ ^> ^ S^jc-;!/, 

'^^^^f-l^^. ^^-y-^-^k^. ^y^^^u^, pj-^^J'^^u^iS^J: 

14 



PCT/JP98/04529 

^mmtii. C3~i 5<^#^. ^m^^mm^Mmi-^o :itih<D 

sit LTfi^ ■e^x.{X^ v^UT'n^N'^, v^nr^'^^ v^'D^;'^^, vi?- 

15 >, rxi^^, 7;i/:^p>, 7x:^>^^>, r^h^-b^, r^-f-y^vy. 

1 ~ 4 igc^g^i^,?-. 1 ~ 2 IB (D^mmf-is xtfxtfziti- 2 m<Dmm'¥- 

1 ~ 2 i6I(^)SSE!ii^:fc XXfXttz\il-2 m<D^n^J-^^ts' 5 ~ 1 8 

25 -m t fz \t EM^mmmrr u - ;u i tz \i t tz \t^um\ Lfzi><D 

ItfE Lt^: 1 ~ 4 m(DmMWf-. 1 ~ 2 1iOS?«Jgi^i5 J: / $ 7t 1 ~ 2 1i 
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^>y^;i-7a:>> A y -^yv^ty :!~y . ^yrv-))^. ^y'J>. W 

10 y^yvy. y^yVy^ i-y^')^jy. ^y^f)y. ^:^yu>> i^yy 

15 Lfo^otLxii. iio'j>, envvy, 5 ^yv ^^^yuv>. 
hvryvy. bvryuvy. xh^yjy. rhyyvvy^ e^yvy. 

li'^yVvy, tf^'Jvy, tf^^vy, ^ h yl^ Kn IfU v y, -rh^liK 
neU5vy, X h7t Kneu ^v^y. ytKn7yy, T hy^h'^y y 
y, vtKotf^y. -r hyii Kntfyy, v t: Knf-:i-7 ^ y. Thy^V 
20 nf^;^-7jiy, vEKnf-T-fy (v t Knf^ tf 7 y ) > -fhyliKn^T 
^y (x h Ko^:tt:°7y) > vli Kn:i-^-if y-;i/, rhytiKn:^^ 
-ij-y-;i'. Fn>f v^^-9-y-;K X h 7 KD^ y^^Hfy-;!/, vt: 
Knf-Ty-;w, -f h y t: Knf-Ty-;u> vli Kn^" v^Ty-;^^ rhy 

KH'f vf-ry-^Wx ^;i'*vy^ y> ^yK';y^ 'fy-fy 

25 K';y> vtiKn^yy77y, Kn^yy^^y, v^liKn>fy-^y 

Vyyy. VN*- t Kn^ y^y y7 7 y> vt: KD^yy-?^^7jLy, b 
KD'syy-^^t 7iy, vi^ Kn>f y^yyf-ty^y, /n*- Kn-f y^ y 
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15 Knf-77-tfey, ^ > Kn^7v7-€li°y. ^ > Knr h y Kn^7>'7 
•Htfy, -f y Kn7-b*k: y, y Kn-r h y t Kn 7-b* t° > . ^'yKnv74f 
H'y, ^ y Kdt hy t: Ko:/7-fe*li°y. ^yy7y-f>> ^yV^Ti/TV 
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R6-3b^ R7-3b, R8-3b^ R9-3 b^pf., ^J^^i^i t \ 

-cooYimtfzkt^iih^^^t^m^ut> L, mm^^\tmutmtM.m 
imt>to ) xm^tmt^i^ii. mm-isc^ (i-sa) o^*,-cooh 
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( I - 3 a 1 ) 



""""^^^^^^N^^ R 




,9^1 (l-3a1) 



5 i^fp. R2-3al, R3-3al, R4-3al, R5-3al^ R6-3al, 
R7-3al^ R8-3al^ R9 - 3 & HtJ^M^nR^ . R3, R4, r5^ r6^ 
R7, R8^ tmZ^f^^mt>i-o tzfzL. R2-3 a 1, R3-3 a 1^ 

R4--3al^ R5-3al^ R 6 - 3 a 1 / R 7 - 3 a 1 ^ R8-3al^ R9-3al^ 

[4] (I) 'cm^ixi:^?^mit^m(Dn RI7&5 

-Y-PO (0R5 1) z-CabS^t-g-Jfe, 1-*t>^-^^ (1-4) 




R? r3 r6 r7 O 



20 
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10 



15 



(^>f, Ri-Mi-Y-PO (OR 5 1) 2^^^L, ^(DU^imutmcM 

^tmt>i-o ) -r^^s^ti^it-^ma. (a) ~ (d) (T^i^m-c^^-^^^o 

(a) RM5_yi_po (0R51) 2^ {&^. YMi-O-t^^L. 

R5. R6, r7^ R8i5 J:tfR9^«t><7)v^rn^)-COOH*S7t:{i-?-ti«--^ 
^-t^S^^^b^^v^fb-^Jj^, -f'Sr^b^-^iS: (1-4 a) 



(^4", R2-4a, R3-4a, R4-4a, R5-4a, R6-4a, R7-4a, R 
8-4a, R9-4 a{i^tt-rnR2, R3, r4^ r5^ r6, r7^ r8, R9t 
l^i:itl*«r^t>-ro T^vT^fL. R2-4a^ R3-4a, R4-4a, R5-4a^ r6- 

4a, R7-4a, R8-4a, R 9 - ^ a ^t^(7)\,^-ftii, - C 0 OH^tfzU^Kh 

TT^^ti^^t^mit. -HSc^ (vm) 



JiK^ (IX) 
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O 

{R*"0)2-P-X (IX) 



i^fp. r5 1 ijic 1 ~8t;w^;i/*. 7i-;i/^t /w{4^^<7)U 

i/:: W^cT^I^S^oM^^RfSii^&^-C^ f), (tfUv^ 
(b) Rl;6^'-Yi-P0 (0R51) 2«:*t»L. ^»or2, r3^ R4, r5, 

R6, R7^ R&isxvR9m<p<7)^ii}{}f^^< tii imom-A^-cooEmtfz 

i±^iii^^-r:h^imioi-it^<f^. t^j:t>^-^^ (I -4 b) 




R2-4b^ R3-4b^ R4-4b^ R5-4b, R6-4b, R7-4b, 
R8-4b, R9-4 b{i-g-^i-pttR2, R3^ r4, r5, r6, r7^ r8, r9 
tm\:Mmi:mt)to tzfzL. R2-4b, R3-4b, R4-4b, R5-4b^ 

20 R6-4b^ R7-4b^ R8-4b^ R9-4 b^cfi, ^'^^j: < t i> 11@£7?^;6^ 

imt>-to ) •e^$;Ji;5,'fl:'^!^{i. ffE-^^ (I-4a) <7)o*.-COOH 
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-fSC^ ( I - 4 a 1 ) 



(^4^, R2-4al, R3-4al^ R4-4al, R5-4al, R6-4al, 
R7-4al, R8-4al, R 9 " 4 a 1 (i-^^^;fT,R 2 ^ r3^ r4^ r5^ r6^ 

R7,, R8. R^tmZ^^int>-fo fzfzL. R2-4al, R3-4al, R4- 
4al^ R5-4al^ R6-4al, R7-4al^ R8-4al^ R 9 "4 a 1 CO 

(c) Rl;5?-Y2-PO (0R5 1) g Y ^ \±M.m'kttz\t 

R2, R3^ R4^ R5, R6, R7^ R 8 i R 9^ct3<^V>-rtL - C 0 0 H 

**7^:{i-?-*it'^;t-t^^^afc$«:vKb>g'J^, (I -4 c) 



O 

(R*^0)2-P— 




(l-4a1) 
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o 

(R5^0)2-P-Y2 




r4-4cr5-4c 



(Mc) 



(^4^. R2-4C, R3-4c^ R4-4c^ R5-4c, R6-4c^ R7-4c, 
R8-4C, R9-4 c{i^^l-filR2^ R3, r4^ R5, R6, r7^ r8^ r9 
t racial* S:^:b1-e ^c/it, R2-4c^ R3-4c^ R4-4c, R5-4c^ 
R6-4e^ R7-4c^ R8-4c^ R 9 " 4 c ^^KTjv^-f;?!^ - C 0 0 H^S t'c f± 

to ) x-^^ti^^t^mu. -1^^ (X) 



(XI) tfzii (XII) 




(R51 10) 3? 



(XI) 



(R5 1 1 O) 2 POK (xn) 
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(d) Ri)6^'-Y2-P0 (0R51) 2^^^L. 7&--:jR2, r3, r4^ r5^ 

R6> R7, R8;fei:t;fR9^Ef><59^*>ii?^:< t i() lIHW^Ti^-COOHi^^^^ 
ii'?rtii:^^-r^mi:mi^i-it^<^. t^t>%~m^ (I-4d) 



{^^. R2-4d^ R3-4d^ R4-4d^ R5-4d, R6-4d, R7-4d, 
R8-4d^ R9-4 dii^tlJ^fl^2^ R3^ R4, r5, r6, r7, r8^ r9 
tnCM.^^mi^'to fzfzL. R2-4d^ R3-4d, R4-4d, R5-4d^ 
R6-4d^ R7-4d, R8-4d, R 9-4 d^c^:, /j.^^: < t ^ 1 1@<^^;{l« 

imt>-ro ) x'TF^n^it^^it. mm-^ (i-4c) (Di-h-coou 

-HSL"^ ( I - 4 c 1 ) 





0 

(R5^0)2-P-Y2 



(l-4d) 





O 
II 

(r*^o)2-p-y2 



(1-4 Cl) 



f,4^1 rS^I ^g^, 
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(^cf, R2-4cl^ R3-4cl^ R4-4cl, r5-4c1^ r6-4c1^ 
R7-4cl^ R8-4C1, R9-4C l{i-^tL-rtLR2, R3, r4, r5^ r6, 
R7, R8, R9 tmt^M^mt>i-o tzfzL. R 2 -4 c 1 , R 3-4 c 1 ^ 
5 R4-4c1^ r5-4c1^ r6-4c1^ R7-4c1, r8-4c1^ r9-4c1^ 

20 T. W. Greene, Protective Groups in Organic Synthesis, >^^ey. New York, 1991 f-fB|fe 
^tifzi>(D^^m^^hfli>o 

25 Greene. Protective Groups in Organic Synthesis, Wiley, New York, 1991 tL 
tziiOam^^htl^o 
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0^ifil6tHZ|8ifii|-C^'5*-C*>aif#tC|ia^;?tL^V^o mx.it T. W. Greene, 
Protective Groups in Organic Synthesis, Wiky, New York, 1991 {-f£|K$ flfz ii (Oi)^ 
5 m^^hi^ho 

-jK^ (n) . -m: (m) , -m: (rv) . -^^ (v) . iwi) . 
(vn) . (vm) . -jK^ (ix) , -H^^ (x) , -^^ (xi) . 
t7t{±-jfe^ (xn) -^^^ti^it^^ii. -?-ttg^&^-c**3d\ ^-Sv^fi^ 

15 

(1) -if^^-f — ifAPi#rStt 
20 .\M.Wim 

\L y-iE'^&M^m^mu (hndf) xy)mm^ixtz-:rx2^y^i-~^A 

(5;z 1) <^7 y-t'f >'^'777 - (4 0;/ 1) ^§^fi[^Cl OmMOp-T^y 7 
x-;i/7|ciST-fer- h (APMA) (5//1) tSnx.T, 3 7t:'Cl^ra7'U' 

25 -^^^S (MOCAc-Pro-Leu-Gly-A2pr(Dnp)-Ala-Arg-NH2) (1 3 0 /i 1 i 

lis 13.5 ;u M) is i rKM^^' (ow&<D^mt^m(Dm^i3 ^ X'^t^mt^m^Wi 
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±BB-eilML/:?gtt'fl:^« (5 0 fz 1/weU) ^Dflx-C. 3 7ic-ei 5^ 
3fc5iE [3 2 5 nm (Ex) /S 9 3 nm (Em) ] <^iiSP»t?^L7to Pl^ 
Uikm 7 1 O^k-^iijfi, I C 5 offij&'^O.SO nMT^ofco 

(2) ::iyyi—^m^m^ 

\^>iE'^&jiimmwmm (hndf) x^mm^titz^x^^yn--'^ (5 

10 1 ) <7)7y-t-f ^N'-y 7t- (1 0 5 ;u 1 ) m^i^ 1 mg/m 1 ^ h U T'v > 
(4 5^ 1 ) imx.X. 3 7'C-ei^r57'H' ^^i-^-va > L, 
tt'fbLT'vio 5 m g/m I (0±a. h U yM^M (soybean trypsin 

inhibitor) (SBTI ; 5 0;/ I) =S:»LT, h V 7'v > t^^f&'fb Lt'Co 

(Ac-Pro-Leu-Gly-[2-mercapto-4-methyI-pentanoyl]-Leu-Gly-OEt) ( 1 0 5 1 ; 

15 M^mm 1.33 mM) isxifm^<Di^m<D^mit^momm$>^^^immit^m 

^«L^V^r#?]^ (2 0;/ I) ^2 e°CX-5^r^-fU'i>^a.^-iyB>LfZo 
-g-itc, ±E-epiJL7::?Stt'ft^^ (7 5;/ 1/tube, 5 0 ;/ I ) -^fiPxT, 2 

er-ci o^ra-f >^i^-v g >Lfio 1 o^K^ct^4 hos 
20 Lfzo m^it. mmmi KDit^i^ii. ic^o^'^^^-^ m^"^^^^^-" 

(3) ;^ hnA7-r v>M^SM 

^T-t-r-h (APMA) l^trS^OL, 3 7t;, 2 OmW^itLtZo T y-t^ 
25 7 7 7 - (50mM Tris-HQ, lOmM CaCl2, 0.05% Brij35, 0.02% NaNs (pH7.5) ) 
150 ;/ 1 icy.>t^;w;«>;i/*4r'> K(;T?§)»L7'cM1t'ft'&'t!l 0;/ 1 t ^fig^S 
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NFF-3 (Mca-Arg-Pro-Lys-Pro- Val-Glu-Nva-Trp- Arg-Lys(DNP)-NH2, Nva : norvaline > 
^yf- KW^Bff) (7) 10 mMO V p{ V Kv#?S=£:7Kt? 0.5 nMiZLtz 

i><Di:l 0 fi \ imx.. Ty^^J'iyyr-i^hliZS 0 fx 1 ^MLX 3 7 "C 

[325nm (Ex) / 393nm (Em)] (DmM&XB L fZo m^^^tt^Wiit^^ t 



10 mm 

-c, Vi-^-rf-, 'tKli^^^ m^^m. M^^. rasi^'^i^e, i& 

mm^t. m^m. ffF?i^> :^^iiJif», :«f>«flfla<^^#siH^itm<^5^E. is 

/tfz{tmmiiz:^mx^i>o 

tz ii«n <D]^x^^ ^ti^o 
25 ^^ma. 'f*^*. mvt. ^^um. MP^p^^t^i '^'S: 

-2.75^ ^A-A2b^cO, imtcog, lmg^-'?> 1000mg<^lBH-C, 1 

BimT()^h^mf^D^^^ti^i^\ ttzimX-A^tz^. llllicoi, Im 
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tc-g-;t^tL-2>o ^-m'&.^ji^wimxmz.mm 
mimn(r>x^i3:mmn. v^mu mmu ^mu mm\^'k^Lx\^^x 

X.imm^Wf^ 2,868,691 -^iSiTOH 3,095,355 "^tCf^ L < IBm^tlTV^^o 
Xii. ^x.J^T'oevyr^U ;}^*'Jjcf- U>^^'J r?-;^, :t'J-yfft<^ 

n-7^)v^-^mirhm. nmn<Dw.^ttz\tmM\iz^'oxmmt^fi^o - 
ixh\ttfzmm(omim.mi^m^L. muim.mwmsh(^wmm^z. mrnit 
ttz\m'm(Dmmm^t^ttz\±\^(Dmm^z=^mLx\m-t^ ^ti^x^i>o 
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10 ^^mi 

2- (vt: Kn#v4^'n^;u) ^yyyyy 




B(OH)2 



15 ^>V'77> (1 2 8 g) <7)r h^b Kn7 7> (5 4 Om 1 ) MIC, K 
7^*7^ J^-> 9 J 1.6N<^n-yf';^';f"'?A^:^•^^>^?& 
(7 5 0ml) ^fS§TL7^:o Kl^^m,^m^ O'Ci^Z Q^fmWLtz^. K^-T 
T^;^-> -;l'?&<^i|]T'C, ^•f^h V ^ yyn tr;l/ (2 7 5ml) =S:fg 

^B^^^^y-^mwL. mkL. -^(om^m^-th^mit^m d s 7g) 

TLC:Rf 0.28 (n-^4^"^^> : g^^J-f-;l^= 1 : 1) o 

25 
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4- i-^yVyyy-Z-^Jl^) 



o 




5 4 -3- K$.i#®x^;l/x;^f;W (5g) o->V A T 5 K (1 0 

m 1 ) mm^P^m l Tm^Ltzit't'^ (2.64 g ) t v n n e;^ ( h V 7 ^ 
r:;l/.-}^;^-7^ >) ^^y'J^A (ll) [P d C I 2 ( P P h 3) 2] (0.635 g) t 
h ijif-;i.T5 > (10ml) ^jtJnx^^o SJSM-^tJ^8 0*C-e6NFM#L 

^■r^mmit^m 0.6 g) ^#7^co 

TLC:Rf 0.61 (n-^^Hf > : g^i?x^;l/= 9 : 1 ) o 

15 ^^^J3 

4- i^>^/yy>-2-^ ^MMm 




20 ^%m2X-m^Ltzi\:^^ (3.4 g) <7)vpJ-^^j-> (15ml) r^^^t^^r^-e 

1 "i^TmAt^ b V ■i' atkw (15.3 m 1 ) ^muzo wj^^'i^^m^m^x- 9 m 
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Thy^h^uyyy (2:1) T^&Ltzo mmm^mu^iti- h V J^T^^m 

^)u/i;j^^)i^:i.-f}i^-cm^L. ^mL.:k(Dm^m^^-r&mm^t^m (2.1 
g) mtzo 

5 TLCrRf 0.43 (^nn7h;i/A : : |^^= 1 0 0 : 1 0 : 1 ) o 



^^mz-^m^Lfzit^m (13.4 g) trnt^f-^^^jv (somi) ri-g-tr^ 

15 (12.7 g) ^%tzc 

NM R (CDCI3) -.6 8. 19 (2H, d, J=8. 8Hz), 7.98 (2H, d, J=8. 8Hz), 7. 68-7.61 
(IH, m), 7.59-7.53 (IH, m), 7.42-7.23 (3H, m)o 

mmi. 

20 4- (N- (4- {'^yVyyy-2-^)V) r^y) 



10 
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C2H5O 




4-r^yy^>m^^)^^:^7-}l^ (0.5 g) O-Ji^^ti^^y (2 0ml) 
^WLK }l^T < y (iml) ^mifZo 0 4 -CUM 

5 Ltzit^!^ (0.72 g) <Di^^uu;i^> (1 0ml) '^m^M^fZo RBm^ 

^mL. >k(Dmmm^^ti>^mi\:^m (0.732 g) ^mtzo 

10 TLCiRf 0.38 (n—^^-y-:^ : g^^a:5";w= 1 : 1 ) o 



4- (N- (4- {^yv'yy>-2-^ )V) 7ai^;i/y(;;i/^'-;u) T$y) 



mmmi-r^m^Lfzit^m (670mg) Oxh^tPn^^^ (Sml) 
iz 1 NTfciS^k':^ h V "i? ATfc^^gL (4.4 ml) ^%W^fzo KBiS^^i^^MWir- 3 



mmmz 



15 



o 
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5 



10 



15 



g) mtzo 

T L C : R f 0.40 n u.-^;|/A ; ^ ^ / _;n g^^= i Q Q : i Q : i ) ; 

NM R (CD3OD) : $ 8.58 (IH, t, J=5.6Hz), 8.01 (2H, d, J=8.8Hz), 7.96 (2H, d, 
J=8.8Hz), 7.71-1.63 (2H, m), 7.57 (IH, d, J=0.8Hz), 7.39-7.23 (2H, m), 3.32-3.25 
(2H, m), 2.29 (2H, t, J=7.6Hz), 1.84-1.70 (2H, in)o 

^mm2 (I) ^2 (24) 

mmm2 (i) 

4- (N- (4 -^^;W7i-;i/*;l/**;:^;l/) r^y) zf^y^ 



TLClRf 0.50 (^'OD.-^;i/A : 8 : 2 : 1) I 

NMR (CD3OD) : S 12.10 (IH, brs), 8.30 (IH, t, J=5.5Hz), 7.76 (2H, d, 
J=8.0Hz), 7.28 (2H, d, J=8.0Hz), 3.30 (2H, m), 2.30 (2H, t, J=7.2Hz), 1.75 (2H, m)o 

^*fe^2 (2) 




o 
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TLCiRf 0.48 (^on.-^;uA : ^ ^^y-;!/ : gt®?= 1 8 : 2 : 1) ; 

NMR (dg-DMSO) : S 12.03 (IH, brs), 8.29 (IH, t, J=5.5Hz), 7.78 (2H, d, 
J=8.8H2), 6.95 (2H, d, J=8.8Hz), 3.99 (2H, t, J=6.4Hz), 3.30-3.14 (2H, m), 2.24 (2H, 
t, J=7.6Hz), 1.79-1.62 (4H, m), 1.51-1.32 (2H, m), 0.91 (3H, t, J=7.4Hz)o 

mmM2 (3) 

4- (N- (3 -7'f-;^:i-^v7x-;i/*;i/.-}f-;u) r^y) f^y^ 



TLC:Rf 0.58 (iS'nn*;!/^ : y : S^®?= 1 8 : 2 : 1) ; 

NMR (dg-DMSO) : S 12.04 (IH, brs), 8.42 (IH, t, J=5.4Hz), 7.41-7.28 (3H, 
m), 7.07-7.00 (IH, m), 3.99 (2H, t, J=6.4Hz), 3.24 (2H, m), 2.25 (2H, t, J=7.3Hz), 
1.80-1.64 (4H, m), 1.42 (2H, m), 0.92 (3H, t, J=7.3Hz)o 

^*fc^2 (4) 

4- [N- [4- (2- (4 -y ^;i'7i^;l') xf-^;^) 7y>-2-^ 



TLC:Rf 0.54 (^^nn?h;i/A : y : g^K= 1 8 : 2 : 1) ; 

NMR (d6-DMS0) : d 12.07 (IH, brs), 8.51 (IH, t, J=6.0Hz), 7.44 (2H, d, 
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J=8.1Hz), 7.25 (2H, d, J=8.1Hz), 7.12 (IH, d, J=3.7Hz), 6.94 (IH, d, J=3.7Hz), 
3.26-3.23 (2H, m), 2.33 (3H, s), 2.23 (2H, d, J=7.5Hz), 1.79-1.63 (2H, m)o 

4- (N- (4- (tfo-;i/- 1 7 T^y) y 



TLClRf 0.59 (i?nn.-J^;i/A : ^ : @^^= 1 8 : 2 : 1 ) ; 

NMR (d6-DMSO) : $ 12.04 (IH, brs), 7.94 (2H, d, J=8.8Hz). 7.66 (2H, d, 
J=8.8Hz), 7.47-7.44 (2H, m), 6.31-6.28 (2H, m), 3.32-3.25 (2H, m), 2.29 (2H, t, 
J=7.3Hz), 1.77 (2H, m)o 

^^^i2 (6) 

4- (N- ( h7>;^-4-^f-;i'v:J'n^^->;l/*;l/.-K- ;u) T5y) 7* 



TLClRf 0.55 (^nn*;i/i. : > ^y-;n g^i?= 1 8 : 2 : 1) ; 
NMR (dfi-DMSO) : $ 12.01 (IH, brs), 7.67 (IH, t, J=6.0Hz), 3.02 (2H, m), 
2.19 (2H, t, J=7.5Hz), 2.06-1.91 (IH, m), 1.74-1.52 (6H, m), 1.46-1.18 (4H, m). 



O 
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0.98-0.76 (4H, m)o 

mmn 2 (?) 

4- (N- (4- (3 h ^v- 1 -ya tr^;i/) 7x^;u*;p>1f-;u) 
5 T^y) r^>^ 



TLC:Rf 0.45 (^'nn;^;i/A : ^ : B^^= 1 8 : 2 : 1) ; 

10 NMR (d6-DMSO) : S 12.03 (IH, brs), 8.54 (IH, t, J=5.3Hz), 7.85 (2H, d, 

J=8.2Hz), 7.52 (2H, d, J=8.2Hz), 4.34 (2H, s), 3.35 (3H, s), 3.34-3.22 (2H, m), 2.28 
(2H, t, J=7.0Hz), 1.76 (2H, m)o 



15 4- (N- (4 -7'f-;U-7 75 7) -f^>m. 



TLCtRf 0.54 (^on;}^;uA : p< : B^^= 1 8 : 2 : 1) ; 

20 NMR (CD3OD) : d 12.03 (IH, brs), 8.37 (IH, t, J=5.5Hz), 7.75 (2H, d, 

J=8.2Hz), 7.25 (2H, d, J=8.2Hz), 3.33-3.22 (2H, m), 2.62 (2H, t, J=7.5Hz), 2.27 (2H, 
t, J=7.4Hz), 1.83-1.67 (2H, m). 1.65-1.48 (2H, m), 1.40-1.22 (2H, m), 0.90 (3H, t, 
J=7.1Hz)o 
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mmm z (9) 

4- (N- {^>vyyy-2~-()Ufj)i^^-)u) T^y) r^>M 

o 




5 



TLC : R f 0.32 (^^nD7}^;i'A : ^ ^y-;i/:S^^= i o 0 : i 0 : i ) ; 

NM R (d6-DMS0) : S 8.73 (IH, t, J=5.4Hz), 7.78-7.73 (IH, m), 7.66-7.61 (IH, 

m), 7.51 (IH, d, J=0.8Hz), 7.49-7.41 (IH, m), 7.36-7.28 (IH, m), 3.28 (2H. m), 2.27 
(2H, t, J=7.4H2), 1.83-1.68 (2H, m)o 

10 

^*fcgB2 (10) 

4- [N- [4- (2- (4 -^^ D07i-;W) i-f — 7jc-;i/*;i<';iC 



TLC:Rf 0.28 (iJ' nn>^;l/A : ^ ^J' y -;i/= 1 0 : 1 ) ; 
NM R (dg-DMSO) : S 8.48 (IH, t, J=5.6Hz), 7.85 (2H, d, J=8.4Hz), 7.67 (2H, 
d, J=8.4Hz), 7.65 (2H, d, J=8.8Hz), 7.44 (2H, d, J=8.8Hz), 7.40 (IH. d, J=16.4Hz), 
20 7.30 (IH, d, J=16.4Hz), 3.27 (2H, m), 2.27 (2H, t, J=7.4Hz), 1.82-1.68 (2H, m)o 



15 




^^fegiJa (11) 

4- [N- [4- (2- (4- (>f 5 1 --f ;w) 7i-;u) 
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w 



5 TLC : R f 0.29 (^nD5^;i/A : ^ ^ y -)v:WpM= 1 0 0 : 1 0 : 1) ; 

NMR (dg-DMSO) I <5 8.65 (IH, t, J=5.4Hz), 8.36 (IH, brs), 7.90 (2H, d, 
J=8.,4Hz), 7.84 (IH, brs), 7.77 (2H, d, J=9.2Hz), 7.71 (2H, d, J=9.2Hz), 7.65 (2H, d, 
J=8.4Hz), 7.13 (IH, brs), 3.28 (2H, m), 2.31 (2H, t, J=7.2Hz), 1.82-1.68 (2H, m)o 

10 mmm 2(12) 



TLClRf 0.65 (i>'nn.is;i/2, : : j^^= 1 8 : 2 : 1 ) i 

NM R (d^-DMSO) I $ 12.00 (IH, s), 7.74-7.61 (IH, t, J=6.0Hz), 3.02 (2H, m), 

2.19 (2H, t, J=7.2Hz), 2.11-1.92 (IH, m), 1.78-1.53 (6H, m), 1.43-1.08 (7H, m), 

0.95-0.89 (5H, m)o 

20 

^*fe^2 (1 3) 




15 
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5 



10 



15 



4- [N- [4- (2- (4 yji^JU:^}]/^ 



TLC:Rf 0.57 (i{'aa.i.;i/A : > : f^i?= 1 8 : 2 : 1) ; 

NM R (CD3OD) : S 12.05 (IH, s), 8.57 (IH, t, J=5.5Hz), 7.88 (2H, d. J=8.3Hz), 
7.61 (2H, d, J=8.3Hz), 7.47 (2H, d, J=8.3Hz), 7.25 (2H, d, J=8.3Hz), 3.34-3.24 (2H, 
m), 2.35 (3H, s), 2.29 (2H, t, J=7.2Hz), 1.77 (2H, m)o 

^*fe^2 (14) 



4- [N- [4- ( (4 -•/o^7a:-;l') 75 y 7x-;i/* 



TLC : R f 0.45 {^uvTi-.ji'i. : y ^y-;u : 18:2:1) ; 

NM R (d6-DMS0) : S 12.03 (IH, brs), 10.53 (IH, brs), 8.68-8.62 (IH. m), 7.95 
(2H, d, J=8.6Hz), 7.81 (2H, d, J=8.6Hz), 7.42 (2H, d, J=9.0Hz), 7.05 (2H, d, 
J=9.0Hz), 3.33-3.21 (2H, m), 2.27 (2H, t, J=7.3Hz), 1.74 (2H, m)o 



O 
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mmm 2 (is) 

4- [N- (4 -vi^n^^v;U7ai^;i/;t;;p.-K~;w) T<y] y^^M 



TLC:Rf 0.33 (;^nn/-^;l/A : ^ -;l/= 9 : 1 ) ; 

NM R (dfi-DMSO) I S 12.04 (IH. s), 8.45-8.27 (IH, m), 7.75 (2H, d, J=8.4Hz), 

7.28 (2H, d, J=8.4Hz), 3.34-3.21 (2H, m), 2.64-2.44 (IH, m). 2.26 (2H, t, J=7.3Hz), 
1.85-1.61 (7H, m). 1.56-1.19 (5H, m)o 

4- [N- [4- (4 -yn e;i/7x-;i/) 7i-;i'*;w**-;w] 75 y] 



TLClRf 0.32 (i^nn.-}?;i/A : p< ^y-;u= 9 : 1) ; 

NM R (dfi-DMSO) : d 12.05 (IH, s), 8.56-8.44 (IH, m), 7.93 (2H, d, J=8.4Hz), 

7.73 (2H, d, J=8.4Hz), 7.64 (2H, d. J=8.4Hz), 7.30 (2H, d, J=8.4Hz), 3.40-3.25 (2H, 
m), 2.61 (2H, t, J=7.4Hz), 2.29 (2H, t, J=7.3Hz), 1.86-1.54 (4H, m), 0.92 (3H, t, 
J=7.4Hz)o 




HO 
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4- [N- [4 - (4 -li Kn:^rv7i-;W) 7i-;W*;W'K-;^] T^y] 



TLClRf 0.17 (^nn/-h;i'A : pi ^y-;i/=9 : 1) ; 
NM R (dg-DMSO) : d 12.05 (IH, s), 9.62 (IH, s), 8.53-8.42 (IH, m), 7.89 (2H, 
d, J=8.5Hz), 7.66 (2H, d, J=8.2H2), 7.56 (2H, d, J=8.5Hz), 6.87 (2H, d, J=8.2Hz), 
10 3.36-3.26 (2H, m), 2.29 (2H, t, J=7.2Hz), 1.77 (2H, in)o 

^mm 2(18) 

4- [N- [4- (4 D n7jL-;i/) y y > - 2 - ^ T 

15 



TLC:Rf 0.24 (^'nD.1>;l/A : ^;J'>'-;i/=9 : 1) ; 
NM R (d6-DMS0) : S 12.07 (IH, s), 8.62-8.51 (IH, m), 7.94 (2H, d, J=8.4Hz), 
20 7.54 (2H, d, J=8.4Hz), 7. 17-7. 11 (2H, m), 3.33-3.22 (2H, m), 2.29 (2H, t, J=7.2Hz), 
1.77 (2H, m)o 



O 



5 





^*fe^2 (19) 
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4- [N- [4- (4 -^y^;u7i-;w) y r^y] 



TLC:Rf 0.65 (^^nn^^wA : ^ ^y-ji/ : g^^= 1 8 : 2 : 1) ; 

NM R (d6-DMSO) : $ 12.04 (IH, s), 8.55-8.45 (IH, m), 7.93 (2H, d, J=8.4Hz), 
7.73 (2H, d, J=8.4Hz), 7.63 (2H, d, J=8.4Hz). 7.29 (2H, d, J=8.4Hz), 3.37-3.23 (2H, 
m). 2.62 (2H, t, J=7.5H2), 2.29 (2H, t, J=7.1Hz), 1.78 (2H, m), 1.68-1.48 (2H, m), 
10 1.39-1.15 (8H, m), 0.86 (3H, t, J=6.6Hz)o 

mmm 2 (20) 

4- [N- [4- (4 b ^v7jl-;1') 7 ^i^] T^y] 



TLC:Rf 0.11 (^on5h;uA : pt^'y-ji/=9 : 1) ; 

NMR (dg-DMSO) : d 12.05 (IH, s), 8.55-8.45 (IH, m), 7.91 (2H, d, J=8.4Hz), 
20 7.71 (2H, d, J=8.4Hz), 7.68 (2H, d, J=8.9Hz), 7.05 (2H, d, J=8.9Hz), 3.81 (3H, s), 
3.35-3.22 (2H, m), 2.29 (2H, t, J=7.3Hz), 1.76 (2H, m)o 




O 
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4- [N- [4- (4 -rJ'O n7ai-;U) 7 i-;l/5!7;U.-K-;l/] T5y] 7' 



o 




NMR (dg-DMSO) : 5 12.07 (IH, s). 8.59-8.50 (IH, m), 7.95 (2H, d, J=8.4Hz), 

7.81- 7.71 (4H, m), 7.54 (2H, d, J=8.8Hz), 3.33-3.24 (2H. m), 2.29 (2H, t, J=7.3Hz), 

1.82- 1.71 (2H, m)o 

mmm 2(22) 




TLC:Rf 0.13 (^nn7h;UA : ^^y-;u=9 : 1) ; 

NMR (d6-DMS0) : S 1 1.39 (IH, s), 8.42 (IH, t, J=5.6Hz), 7.50-7.20 (6H, m), 

7.15 (IH, d, J=2.2Hz), 6.99 (IH, d, J=1.8Hz), 6.89 (IH, dd, J=8.6, 2.2Hz), 5.07 (2H, 
s), 3.27 (2H. m), 2.27 (2H, t, J=7.4Hz), 1.73 (2H, m)o 
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nm n^ (23) 

4- [N- [5- (2- (4 -^'onvi-;!/) J^.'r^Ji') yyy-2--{ 




TLC : R f 0.52 : g^K I 7K= 10 0:10: 

1 : 1) ; 

NMR (dg-DMSO) : S 12.06 (IH, brs), 8.43 (IH, t, J=5.8Hz), 7.59 (2H, d, 
J=8.8Hz), 7.42 (2H, d, J=8.8Hz). 7.26 (IH. d, J=16.6Hz), 7.14 (IH, d, J=16.6Hz), 
7.09 (IH, d, J=3.2Hz), 6.63 (IH, d, J=3.2Hz), 3.25 (2H, m), 2.26 (2H, t, J=7.2Hz), 
1.73 (2H, m)o 

^*fc^2 (2 4) 

4 - [N- [4- (4 ^V7i— "7 ^ * ^l/^*-;!^] T 

5^] -T^yn. 



TLC : R f 0.47 (^'nn.-^;uA : ^ ^ / -;u : g^g? : ;!K= 1 0 0 : 1 0 : 
1 : 1) ; 

NMR (d6-DMSO) : 8 8.41 (IH, t, J=5.4Hz), 7.85 (2H, d, J=8.4Hz), 7.42 (2H, 
t, J=8.0Hz), 7.18 (IH, t, J=7.2Hz), 6.97-7.08 (4H, m), 3.24 (2H, m), 2.25 (2H, t. 



O 
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J=7.4Hz), 1.72(2H,ni)o 

N- (1 h + v- 1, 1 :t^v-4 - (N- (4 - 



mMm2'CmMLfzit^m (0.55 g) <^v^f-;i/.i^;uAT^ K (10ml) 
10 ?^?^8[(::N- (1 h^v- 1 , 1 -v>f-;i/;^-?^;i/:j-^v) > (0.455 g) . 
1 - t Kn^v^^y h ijrV-;i/ -tK^:^ (0.391 g) , l -ji^;u-3- (3 
-v'p?^;i/T5 y 7'nif;W) :^7;i/*'vM 5 K • (0.489 g) ^7X<tTJnx.> 

mwL-csj^mmwLtzo Kmu^mizy^imx.. g^^if-;i/T'aaiL/jo 

15 7K^i?:M^'J'i?A-C^^f^.ii«|L.^<^t/M5r^-r'5.^S'fl:'^t!(0.230 g) 
TLC : R f 0.13 (^on^h^UA : y ^y-;i/= 1 0 : l) „ 



20 N-bKn^->-4- (N- (4- i^>^/y y > - 2 - ^ Jl') 7i^;w* 




*fcgB4 
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^mm 3 Tm^Lfzit^^ (0.230 g ) ^ y ( 1 0 m 1 ) ^m^^ 1 n 
i&m^mi{i (1 0 0 m 1 ) imx.fzo stDts-g-t^srss-c 1 0 ^mmwLfzo 

^^inmmjt^m (o.2i8g) mtzo 

TLC : R f 0.22 (^J'nn^ji/A : y< 9 ^ -)i^:WfM= 100:10:1) ; 

NMR (d6-DMSO) : 3 10.39 (IH, brs), 8.59 (IH, t, J=5.8Hz), 8.01 (2H, d, 

J=9.0Hz), 7.96 (2H, d, J=9.0Hz), 7.67 (2H, m), 7.57 (IH, d, J=0.5Hz), 7.39-7.23 
10 (2H, m), 3.27 (2H, q, J=5.8Hz), 2.03 (2H, t, J=7.6Hz), 1.76 (2H, m)o 

mmm 4 ( i) - 4 (36) 

mmm2'cmmLfzi\:^'^<oi^t><oiiznmm2 (d ~2 (2 4) x-mml 
fzit^(^. ttziimm-t^i\:^mm\^^xmiiimi^mmm2 x^^fiz,yfm 
15 tmmi^m'j^Lxnhiifzit^mimy^^x. ^MM3-ii»j4-e^$a-&:^ 

mmn4 (u 

N-tKn^v-4- (N- (4 j:-;u*;i/;K-;i/) r^/) 7* 
20 ^7 5 K 
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TLC:Rf 0.23 (^'nn.-^;i/A : > ^y-;u= 1 0 : 1) ; 

NM R (dg-DMSO). : S 10.39 (IH, s), 8.70 (IH, s), 8.40 (IH, t, J=5.2Hz), 7.74 

(2H, d, J=8.1Hz), 7.25 (2H, d. J=8.1Hz), 3.24 (2H, td. J=6.6, 5.2Hz), 2.35 (3H, s), 
2.02 (2H, t. J=7.7Hz), 1.74 (2H, m)o 

5 

^^^114 (2) 

(N- ( 4 + v 7 x-;^* 7^ 



TLC:Rf 0.29 (:>'nn.-}^;UA : ;>« : g^i?= 1 8 : 2 : 1) ; 

NM R (d6-DMS0) ! S 10.39 (IH, s), 8.70 (IH, brs), 8.32 (IH, t, J=5.8Hz), 7.80 
(2H, d, J=9.0Hz), 6.96 (2H, d, J=9.0Hz), 4.01 (2H, t, J=6.4Hz), 3.35-3.15 (2H, m), 
15 2.01 (2H, t, J=7.3H2), 1.81-1.64 (4H, m), 1.44 (2H, m), 0.94 (3H, t, J=7.4Hz)o 

^M;^I4 (3) 

(N- ( 3 -y^^Urt + v 7 x-;!/* 



10 




20 




TLC:Rf 0.31 o n^jwi. : ^ ^ y : S^^= 1 8 : 2 : 1) ; 
NM R (d6-DMS0) I o 10.39 (IH, s), 8.45 (IH, t. J=5.2Hz). 7.43-7.29 (3H, m), 
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7.19-7.01 (IH, m), 4.01 (2H, t, J=6.3Hz), 3.30-3.18 (2H, m), 2.02 (2H, t, J=7.5Hz), 
1.83-1.64 (4H, m), 1.49 (2H, m), 0.95 (3H. t, J=7.3Hz)o 

%m^^ (4) 

5 N-HKO:^v-4- [N- [4- ( (4 - ^f-;V-7 7 



10 TLClRf 0.32 (^5^ DD*;i/A : > iJ' : g^^= 1 8 : 2 : 1) ; 

NM R (d6-DMS0) : S 10.40 (IH, brs), 10.22 (IH, s), 8.56 (IH, t, J=5.7Hz), 

7.47 (2H, d, J=8.3Hz), 7.28 (2H, d, J=8.3Hz), 7.16 (IH, d, J=3.6Hz), 6.96 (IH, d. 



J=3.6Hz), 3.28-3.14 (2H, m), 2.36 (3H, s), 2.00 (2H, t, J=7.5Hz), 1.83-1.64 (2H, m)o 

15 ^mmA (5) 

N-nKn:^v-4- (N- (4- ( tf n - i - ^ ;u) y jl - )V )U Tj-: 



20 

TLC:Rf 0.31 (;?on.-}^;UA : y ^y-;u : g^^= 1 8 : 2 : 1 ) ; 
NM R (d6-DMSO) I S 10.40 (IH, s), 9.00-8.24 (IH, brs). 8.52 (IH, t, J=5.6Hz), 

7.94 (2H, d, J=8.5Hz), 7.68 (2H, d, J=8.5Hz), 7.50-7.44 (2H, m), 6.34-6.29 (2H, m), 

173 





wo 99/19296 



PCT/JP98/04529 



3.38-3.31 (2H, m), 2.04 (2H, t, J=7.5Hz). 1.76 (2H, m)o 
^*fe^l4 (6) 

(N- ( h 7 - 4 ■?-;i'V';5^ n -^i^r v;i/*;UjJf 



TLC:Rf 0.29 nD;^;!/^ : ^ ^ y : |^^= 1 8 : 2 : 1 ) ; 
10 NMR (dg-DMSO) : S 10.37 (IH, s), 10.20 (IH, s), 7.69 (IH, t, J=5.3Hz), 
3.07-2.92 (2H, m), 2.31-1.88 (3H, m), 1.74-1.52 (6H, m), 1.46-1.18 (3H, m), 0.98- 
0.76 (2H, m), 0.85 (3H, d, J=6.6Hz)o 

(7) 

15 N-liKn:^v-4- (N- (4- (3-^ h ^ v- 1 - 7°n "7 



20 TLC:Rf 0.32 nD.i^;i/i. : y ^ y : g^^= 1 8 : 2 : 1 ) ; 

NMR (d6-DMS0) : d 10.39 (IH, s), 8.57 (IH, t, J=5.5Hz), 7.85 (2H, d, 

J=8.6Hz), 7.53 (2H, d, J=8.6Hz), 4.35 (2H, s), 3:35 (3H, s), 3.25 (2H, dL J=5.5, 
7.2Hz), 2.02 (2H, t, J=7.2Hz), 1,74 (2H, quint, J=7.2Hz)o 
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^^^114 (8) 

N-iiKn:^v-4- (N- ( 4 -rf-;i^7 x^;!/* T5.y) 7* 
. 5 K 



TLClRf 0.37 (^'nn;}>;wA : ^ ^y-;u : |^^= 1 8 : 2 : 1) ; 
NMR (d^-DMSO) : S 10.40 (IH, brs), 10.20 (IH, s), 8.41 (IH, t, J=5.4Hz), 

10 7.76 (2H, d, J=8.0Hz), 7.25 (2H, d, J=8.0Hz), 3.23 (2H, dt, J=5.4Hz, J=7.0Hz), 2.62 
(2H, t, J=8.2Hz), 2.02 (2H, t. J=7.0Hz), 1.83-1.66 (2H, m), 1.64-1.48 (2H. m), 1.30 
(2H. m), 0.90 (3H, t, J=7.2Hz)o 

^^^14 (9) 

15 N-iiKn^->-4- (N- {^yy^yyy-2-^)]^iJ)\^^^~)^) r<y) 
■T^y < K 



20 TLC:Rf 0.16 (i!^D^.-^^;l/A : ^ ^y-;u:g^ij= 1 0 0 : 1 0 : 1) ; 

NMR (d6-DMSO) : d 10.38 (IH, brs), 9.30-8.10 (IH, br), 8.75 (IH, t, 
J=6.2Hz), 7.76 (IH, m), 7.64 (IH, m), 7.51 (IH, d, J=0.6Hz), 7.45 (IH, dt, J=1.6, 
7.0Hz), 7.32 (IH, dt, J=1.0, 7.6Hz), 3.25 (2H, q, J=6.2Hz), 2.01 (2H, t, J=7.0Hz), 
1.74(2H, .m)o 
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(1 0) 

N-tKn:^v-4 - [N- [4 - (2 - (4-i^nn-7j:-;W) je-x^;!/) 



TL C : R f 0.17 (^nn;^;i/A : p{ ^ :l^^= 1 0 0 : 1 0 : 1 ) ; 

NMR (dg-DMSO) : $ 10.39 (IH, brs), 8.50 (IH, t, J=5.8Hz), 7.86 (2H, d, 
10 J=8.4Hz), 7.67 (2H, d, J=8.4Hz), 7.65 (2H, d. J=8.4Hz), 7.44 (2H, d, J=8.4Hz), 
7.39 (IH, d, J=16.2Hz), 7.30 (IH, d. J=16.2Hz), 3.25 (2H. m). 2.02 (2H, t, J=7.6Hz), 
1.74(aH, m)o 

^*fe^J4 (11) 

15 N-liKD^v-4- [N- [4- ( (4- ^ Vy"- - 1 - ^ )\^) "7 



5 





W 



20 TLC:Rf 0.14 (^nD*;i/A : y 1 0 0 : 1 0 : 1) ; 

NM R (dg-DMSO) I d 10.43 (IH, brs), 9.71 (IH, s), 8.67 (IH, t, J=5.6Hz), 8.33 
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(IH, brs), 7.95-7.82 (8H, m), 7.67 (2H. d, J=8.4Hz), 3.25 (2H, m), 2.02 (2H. t, 
J=7.4Hz), 1.74(2H, m)o 

N-tKD:^v-4- (N- (h7>;^-4 -yDtf;l/'>^ D^^v;upfy;u 



TLC : R f 0.34 ii^uxj7i^)UA : y-)u : g^^= 18:2:1) ; 

NMR (dg-DMSO) : S 10.35 (IH, s), 7.67 (IH, t, J=5.3Hz). 2.99 (2H, m), 
2.39-1.88 (3H, m), 1.78-1.61 (6H. m). 1.45-1.07 (7H, m), 0.95-0.76 (5H, m)o 

N-i:;Kn^v-4- [n- [4- ( ( 4 - > y 




TLC:Rf 0.38 (i5' nn.i^;UA : ^ rJ' y : g^^= 1 8 : 2 : 1) ; 
NMR (d6-DMS0) : d 10.39 (IH, s), 8.62-8.53 (IH, t J=5.3Hz), 7.89 (2H, d, 
J=8.6Hz), 7.61 (2H, d, J=8.6Hz), 7.47 (2H, d, J=8.0Hz), 7.25 (2H, d. J=8.0Hz), 
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3.27 (2H, m), 2.35 (3H, s), 2.03 (2H, t, J=6.8Hz), 1.76 (2H, m)o 

N-iiKD^v-4- [N- [4- ( (4-:^n-:&7i-;i/) T^yx)i^^^ 
5 T^y] r^-y^V 



TLC:Rf 0.16 (i^rjut^jvA : y 9 y -lu :f^^= I 8 : 2 : 1) ; 

10 NM R (d6-DMS0) : S 10.55 (IH, s), 10.38 (IH. brs), 8.67 (IH, m). 7.96 (2H, 
d, J=8.4Hz), 7.82 (2H, d, J=8.4Hz), 7.43 (2H, d, J=9.0Hz), 7.06 (2H, d, J=9.0Hz), 
3.32-3.16 (2H, m), 2.01 (2H, t, J=7.4Hz), 1.82-1.66 (2H. tn)o 

^^M4 (1 ->) 

15 N-tKD:^v-4- [N- (4 -->^n^it^v;i/7 ji-;i/5!;;u**^;i/) T 



20 TLC:Rf 0.40 (^nn>-^;i.A : ^ : |^^= 1 8 : 2 : 1) ; 

NM R (dg-DMSO) : S 10.39 (IH, s), 8.43-8.36 (IH, m), 7.76 (2H, d, J=8.4Hz), 
7.34 (2H, d, J=8.4Hz), 3.30-3.13 (2H, m), 2.63-2.54 (IH, m), 2.01 (2H, t, J=7.6Hz), 
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1.86-1.65 (6H, m), 1.48-1.24 (6H, m)o 
N-l^Kn:^v-4- [N- [4- ( 4 - tf ;W7 -? )\/ 



TLClRf 0.40 (iJ' oD4^;i/A : p< ^ y -;H g^^= 1 8 : 2 : 1) ; 
NM R (d6-DMSO) I 5 10.40 (IH, s), 8.70 (IH, brs), 8.57-8.49 (IH. m), 7.93 

(2H, d, J=8.5Hz), 7.74 (2H, d, J=8.5Hz), 7.64 (2H. d, J=8.5Hz), 7.31 (2H, d, 
J=8.5Hiz), 3.31-3.20 (2H, m), 2.61 (2H. t, J=7.4Hz), 2.04 (2H, t, J=7.2Hz), 1.76 (2H, 
m), 1.62 (2H, m), 0.92 (3H, t. J=7.4Hz)o 

g£*fe^l4 f 1 7) 

N-HKn^v-4- [N- [4- (4 -li Kn^v7i^;i') 7ji-;1'* 



TLC:Rf 0.23 an4^;i/A : ^ ^ : g^^= 1 8 : 2 : 1 ) ; 

NM R (d6-DMS0) : o 10.40 (IH, s), 9.80-9.45 (IH. brs), 8.53-8.44 (IH, m), 
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7.89 (2H, d, J=8.5Hz), 7.67 (2H, d, J=8.5Hz), 7.56 (2H, d, J=8.8Hz), 6.87 (2H, d, 
J=8.8Hz), 3.31-3.20 (2H, m), 2.03 (2H, t, J=7.4Hz), 1.83-1.68 (2H, m)o 

5 N-t: Kn:9rv-4 - [N- [4- ( 4 -i^' n n "7 jl^^U) yy>-2-4 



10 TLClRf 0.38 (i^nn4^;UA : ^ : g^^= 1 8 : 2 : 1) . ; 

MM R (d6-DMSO) : S 10.40 (IH, s), 8.64-8.51 (IH, m), 7.95 (2H, d. J=8.4Hz), 
7.54 (2H, d, J=8.4Hz), 7.16-7.11 (2H, m), 3.31-3.18 (2H, m), 2.08-1.95 (2H, m), 
1.76 (2H, m)o 

15 ^mmA (1 9) 

N-t:Kn^v-4- [N- [4- (4 -^T'f-;!/^^-;^) y :i.=.)Vi3 }V 



TLC:Rf 0.34 (^'nnx^;ui. : ^ : g^^= 1 8 : 2 : 1) ; 

NMR (d6-DMS0) : d 10.40 (IH, brs), 8.57-8.50 (IH, m), 7.93 (2H, d, 
J=8.4Hz), 7.74 (2H, d, J=8.4Hz), 7.64 (2H, d, J=8.4Hz), 7.30 (2H, d. J=8.4Hz), 
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3.32-3.22 (2H, m), 2.62 (2H, t, J=7.7Hz), 2.04 (2H, t, J=7.3Hz), 1.76 (2H. m), 1.69- 
1.52 {2H, m). 1.38-1.17 (8H, m), 0.86 (3H, t, J=6.6H2)o 

^mn^ (2 0) 

5 [N- [4- (4-^ h^v7i-;U) yjL^)Uf})U 

t^^jl.] T^y] f^y< K 



10 TLC:Rf 0.26 (^nD*;UA : p{ ^y-;u=9 : 1 ) ; 

NM R (d6-DMSO) : S 10.40 (IH, s), 8.57-8.47 (IH, m), 7.91 (2H, d, J=8.5Hz), 
7.71 (2H, d, J=8.5Hz), 7.68 (2H, d, J=8.8Hz), 7.05 (2H, d. J=8.8Hz), 3.81 (3H, s), 
3.26 (2H. m), 2.03 (2H, t, J=7.5Hz), 1.83-1.69 {2H, m)o 

15 ^mmA (2 1) 

N-tKo:^v-4- [N- [4- {4-:^ uu7jl^)U) 



TLC:Rf 0.34 (^'nn4^;i/A : ^ : g^^= 1 8 : 2 : 1) ; 

NM R (dg-DMSO) ! 8 10.41 (IH, s), 8.62-8.52 (IH, m), 7.95 (2H, d, J=8.4Hz), 
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7.82- 7.72 (4H, m), 7.55 (2H, d, J=8.4Hz), 3.35-3.20 (2H, m), 2.04 (2H. t, J=7.5Hz), 

1.83- 1.69 (2H, m)o 

^*fe^l4 (22) 



10 TLClRf 0.26 (i^nn*;bA : p( :g^^:7tc= 1 0 0 : 1 0 : 

1 : r) ; 

NMR (dg-DMSO) -.8 11.38(lH,brs), 10.38 (lH,brs). 8.70 (IH.bre), 8.43 
(IH, I, J=5.8Hz), 7.28-7.48 (6H, m), 7.16 (IH, d, J=2.2Hz), 6.99 (IH, d, J=1.4Hz), 
6.89 (IH, dd, J=8.7Hz, 2.4Hz), 5.07 (2H, s), 3.25 (2H, m), 2.02 (2H, t, J=6.8Hz), 
15 1.70-1.81 (2H, m)o 

N-liKn:^v-4 - [N- [5 - (2 - (4-i5'aD7ji-;U) J^x-^l^) 




20 
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TLC : R f 0.27 (^nn,-h;UA : ^ . g^gj ; ^= 10 0:10: 

1 : 1) ; 

NMR (dg-DMSO) : S 10.38 (IH, brs), 8.71 (IH, brs), 8.46 (IH, t, J=5.8Hz), 
5 7.60 (2H, d, J=8.8Hz), 7.43 (2H, d, J=8.8Hz), 7.23 (IH. d, J=16.6Hz). 7. 15 (IH, d, 
J=16.6Hz), 7.09 (IH, d, J=3.4Hz), 6.63 (IH, d, J=3.4Hz), 3.22 (2H, m), 2.00 (2H, t, 
J=7.4Hz), 1.73 (2H, m)o 

mmm4 (2.4) 

10 N-tKn:^v-4- [N- [4- (4 -7 v7 7ji — 



15 TLCiRf 0.25 (j^DD.i^;i'A : ^ :g^^ :7i<.= 1 0 0 : 1 0 : 

1 : 1) ; 

NMR (d6-DMSO) : S 10.36 (IH, brs), 8.69 (IH. brs), 8.41 (IH, t, J=5.6Hz), 
7.85 (2H, d, J=8.8Hz), 7.41 (2H, t, J=7.4Hz), 7.19 (IH, t, J=7.4Hz), 6.97-7.09 (4H, 
m). 3.22 (2H, m), 1.99 (2H, t, J=7.6Hz), 1.71 (2H, in)o 



mmm4 (25) 

[N- [4- (^>y'77 >- 2 -'f 7i-;W>!7 




20 
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TLC:Rf0.26 (^Dn.i^;uA : ^ ^'y-;p= 1 0 : 1 ) ; 

NMR (dg-DMSO) : S 10.36 (IH, s), 8.67 (IH, br.s), 8.57 (IH, t, J=5.6Hz), 8.01 

5 (2H, d, J=8.8Hz), 7.96 (2H, d, J=8.8Hz), 7.71-7.63 (2H, m), 7.57 (IH, br.s), 7.39- 
7.23 (2H, m), 3.30-3.23 (2H, m), 2.02-1.94 (2H, m), 1.60-1.44 (4H. m)o 

N-v;KD^v-6- [N- [4- 7x-;i/* 

10 T^y] ^^iy)UT< K 




TLC:Rf0.28 (^nn.-}^;i.i, : ^ ^y-;u= 1 0 : 1) ; 
15 NMR (d6-DMS0) : S 10.33 (IH, s), 8.80-8.50 (IH, br.s), 8.54 (IH, t, J=5.6Hz), 
8.01 (2H, d, J=8.8Hz), 7.95 (2H. d, J=8.8H), 7.71-7.62 (2H, m), 7.56 (IH. s), 7.39- 
7.23 (2H, m). 3.30-3.21 (2H, m). 1.95 (2H, t, J=7.2Hz), 1.59-1.46 (4H, m), 1.36- 
1.20 (2H, m)o 

20 ^jjfe^l 4(27) 

N-t Kn^ v-4 - [N- [[(4' h ^ v) e^i- 

184 




5 TLC:Rfo.22 (i?nn>it;ui, :^ ^/-;u:g^^:;!K=5 0 : 1 0 : 1 : 

NMR (dg-DMSO) : d 10.37(1H, brs), 8.70(1H, brs), 8.49(1H, t, J=5.4Hz), 
7.89(2H, d, J=8.8Hz), 7.70(2H, d, J=8.2Hz), 7.67(2H, d, J=8.2Hz), 7.54(1H, brs), 
7.39(.1H, brs), 7.04(2H, d, J=8.8Hz), 4.46(2H. s), 3.20-3.31(2H, m), 2.01(2H, t, 
10 J=7.2Hz), 1.66-1.80(2H, m)o 

^^^14 (2 8) 

[N- [4- (4 -7 jc-;Hi^V v >- 1 --f >'^) 

15 




TLC:Rf0.32 (^'nn.-j>;i/A : p{^/-;u=9 : 1) ; 

NMR (dg-DMSO) : d 10.39 (IH, s), 8.69 (IH, s), 8.20 (IH, t. J=5.8Hz), 7.73 

20 (2H, d, J=8.6Hz), 7.40-7.12 (5H, m), 6.98 (2H, d, J=8.6Hz), 4.06-3.90 (2H. m), 
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3.30-3.16 (2H, m), 2.96-2.60 (3H, m), 2.00 (2H, t, J=7.6Hz), 1.95-1.59 (6H, m)o 

mmmA (29) 

N-tKn:^rv-4- [N- [4- [3- ( 4 -i? nn73i ^ ^v) -1- 
5 7i-;L';^;i/'i^'-;u] r^y] y^y^h' 



TLC : R f 0.26 {^ua7i-.)iA : p< ^^y-;i/=8 : 1) ; 
10 NMR (dg-DMSO) 13 10.38 (IH, s), 8.71 (IH, s), 8.57 (IH, t, J=5.4Hz), 7.85 

(2H, d, J=8.4Hz), 7.53 (2H, d. J=8.4Hz), 7.38 (2H, d, J=9.2Hz), 7.08 (2H, d, 
J=9.2Hz), 5.08 (2H, s), 3.40-3.15 (2H, m, overlap with H20 in dmso), 2.02 (2H, t, 
J=7.2Hz), 1.74 (2H, m)o 

15 ^mm4 (3 0) 

N-tKn^v-4- [N- [4- {3 -y :c ^i/- l - -^x^ y 





20 



• 



wo 99/19296 



PCT/JP98/04529 



TLClRf 0.38 nn,-^;UA : p« y -;u= 9 : 1 ) ; 

NMR (d6-DMSO) I 8 10.38 (IH, s), 8.70 (IH, s), 8.57 (IH, t, J=5.4Hz), 7.85 
(2H, d, J=8.3Hz), 7.52 (2H, d, J=8.3Hz), 7.34 (2H, dd, J=7.0 and 8.6Hz), 7.10-6.90 
(3H, m), 5.06 (2H, s), 3.25 (2H, dt, J=5.4 and 7.2Hz), 2.02 (2H, t, J=7.2Hz), 1.74 



[N- [4- (4-^ h^v^xy + v) ^x-;!/* 



TLC : R f 0.40 i^vut^jvj^ : y ^J' y : g^^ :7K= 5 0:10:1: 
1) ; 

15 NMR (dfi-DMSO) :S 10.37 (IH, brs), 8.70 (IH, brs), 8.40 (IH. t, J=5.5Hz), 

7.82 (2H, d, J=9.1Hz), 7.06-6.91 (6H, m). 3.79 (3H, s), 3.21 (2H, m), 1.96 (2H, m), 
1.72 (2H, m)o 

20 N-t Kn:^^ V- 4 - [N- [4- ( 4 - ti Kn x y ^->) 7x-;W 



5 (2H, m)o 



10 
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TLC : R f 0.25 (irvafi-.)VA : ^ ^ y : :7K= 5 0 : i 0 : i : 
1) ; 

NMR (d6-DMS0) : S 8.37 (IH, t, J=5.5Hz), 7.81 (2H, d, J=8.8Hz), 6.92 (2H, 

d, J=9.1Hz), 6.90 (2H, d, J=8.8Hz). 6.80 (2H, d, J=9.1Hz), 3.21 (2H, m), 1.99 (2H, 
5 m), 1.71 (2H, m)o 

N-tKn^v-4- [N- [4- (4 -7^7 ^vli^y v>- 1 --T;!^) 

10 



TLC :Rf 0.31 (i^ Da;f:;i/A ; ^ ^ y -;l/= 9 : 1 ) ; 

NMR (dg-DMSO) :S 10.38(lH,s), 8.69 (lH,s). 8.19 (lH,t,J=5.2Hz), 7.73 

15 (2H, d, J=8.8Hz), 7.28 (2H, dd, J=8.8, 7,4Hz), 7.02-6.87 (5H, m), 4.68-4.52 (IH, m), 
3.73-3.56 (2H, m), 3.32-3.10 (4H, m), 2.11-1.92 (4H, m), 1.82-1.59 (4H, m)o 

(3 4) 

N-t:Kn4rv-4- [N- [4- (4-7x-;i'-l, 2, 5. 
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TLC : R f 0.42 iiruuTt^jvj^ I ^ ^ y : TO 17^= 5 0 : 1 0 : 1 : 
1) : 

5 NM R (dg-DMSO) : d 10.38 and 9.78 (total IH, both brs), 9.02 and 8.69 (total IH, 
bothbrs), 8.20 (IH, t, J=5.5Hz), 7.75 (2H, d, J=9.1Hz), 7.48 (2H, m), 7.36 (2H, m), 
7.26 (IH, m), 6.98 (2H, d, J=9. IHz), 6.29 (IH, brs), 3.94 (2H, m), 3.58 (2H, m), 
3.20 (2H, m). 2.62 (2H, m), 1.99 (2H, m), 1.71 (2H, m)o 

10 mmm4 (35) 

[N- [4- ( 1 "7 

T5 y] y^y 5 K 




15 

TLC :Rf 0.24 (^'nn.-}>;uA : ^^y-;u= 1 0 : 1) ; 

NMR (d6-DMSO) : S 10.37 (IH, s), 8.52 (IH, t, J=5.6Hz), 7.80 (2H, d, 
J=8.4Hz), 7.44 (2H, d, J=8.4Hz). 3.23 (2H, br.q, J=5.8Hz), 2.43 (2H, t, J=6.6Hz). 
2.00 (2H, t, J=7.4Hz), 1.79-1.65 (2H, m), 1.62-1.48 (2H, m), 1.44-1.22 (4H, m), 
20 0.88 (3H, t, J=6.6Hz)o 

189 
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N-tKn:^rv-4- [N- (4 + T 

TLC : R f 0.11 (^^■nn.-^;!/^ ; : : ;!K= 1 0 0 : 1 0 : 

1 : 1 ) ; 

NM R (dg-DMSO) : S 10.36 and 9.78 (total IH. each br), 8.99 and 8.68 (total IH. 

10 each br), 8.31 (IH, m), 7.80 (2H, d, J=8.8Hz), 7.45-7.3 (5H, m), 7.05 {2H, d, 

J=8.8Hz), 5.15 (2H, s), 3.21 (2H, m), 1.99 (2H, t, J=7.4Hz), 1.72 (2H, m)o 



4- (N-^f-;u-N- (4- {^yyyy 
15 T^y) y^y^:i^^)UjL:^7^)u 



CzHsO 



^ CH3 " 




ntkmi-^nmLfz^t^!^ (o.i g) <^y^f-;i/*;uAT5 K (3ml) mm 

20 iZS^itM (0.35 m 1 ) ^mx.fZo fS'&tltC 0 t:t* 6 0 %7Kmiti- b V 

(i3mg) ^m^tzo RiBu^f^iW-i^T immmwttzo KJZ^-i^^'^iz 
1 NiaSSTK^^^iPx.. g^i^j^f-^u-efibtbLT'^o mihm^mi^:^itt h v ^ 
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mmit^!^ (1 1 3mg) Sr#7to 
TLC:Rf 0.33 (n-^^-9-> : Pi?jc-?^;P= 1 : 1) o 



4- (N->f-;l^-N- (4- (^>y7 7 >-2 y 3i.~)]yiJ JU^i^ 



TLC : R f 0.51 (^'nn;j^;i/i, : p{^y-;u=9 : 1) ; 

NMR (CD3OD) : d 7.98 (2H, d, J=8.4Hz). 7.66-7.59 (IH. m), 7.57-7.46 (3H, 
m), 7.37-7.19 (3H, m), 3.62 and 3.40 (2H. t, J=7.5Hz), 3.10 and 3.03 (3H, s), 2.45 
and 2.20 (2H, t, J=7.5Hz), 2.10-1.75 (2H, m)o 



N-liKn:^v-4- (N-^f-;u-N- (4- (^>y7y >- 2 




MMLL 
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5 it^^mzo 

TLC:R f 0.31 (i!^nn*;i/A : ^ ^ 9 : 1 ) ; 

NMR (CD3CD) : S 7.99 (2H, d, J=8.4Hz), 7.66-7.59 (IH, m), 7.58-7.45 (3H, 

m), 7.37-7.20 (3H, m). 3.70-3.54 and 3.42-3.30 (2H, m), 3.16-2.95 (3H. m), 2.30- 
1.80(4H, m)o 

0 

4- (N- (4- {^>yyyy-2-4)\^) y )Vyi<zL)i.) T^y) 

-2 (S) 



uiri^-:r^>^ji^)i^a.xT)i^ (EP 3 9 3 4 4 I ^Kmi^coyj^tm^K L 

20 m^t^mmi\:^!^^mzo 

TLCrRf 0.11 (n-^^^> : S^^j^f";i'= 1 : 1) ; 

NM R (d6-DMSO) : d 8.58 (IH. t, J=6.0Hz), 8.01 (2H, d, J=8.8Hz), 7.96 (2H, 



15 
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d, J=8.8Hz), 7.71-7.63 (2H, m), 7.57 (IH, brs), 7.39-7.24 (2H. m), 4.19-4.10 (IH, 
m), 3.62 (3H. s). 3.38 (2H. q. J=6.0H2), 2.06-1.68 (2H, m)o 

mmm. 

5 4- (N- (4- (^>V77>-2-^;i/) yjL-)Ut r^y) 
-2 (S) -t Ko^vT':?' >^ 



OH O 




TLC : R f 0.10 (^vtiTi-.)]^^ : p'^y-;u:|^®= 100:10:1) ; 

NM R (d6-DMSO) : <J 8.49 (IH. t, J=5.6Hz), 7.92 (2H, d, J=8.8Hz), 7.87 (2H, 
15 d, J=8.8Hz), 7.62-7.53 (2H, m), 7.48 (IH, d, J=0.6Hz), 7.30-7. 14 (2H. m), 3.95 (IH, 
dd, J=4.4, 8.4Hz), 3.29 (2H, m). 1.98-1.58 (2H, m)o 

mmM9 (1) 

4- (N- (4- {^yy''yyy-2-^)u) 7 ji^;i/7!7;u**-;u) 75 y) 
20 -2 (R) -tKo:^^vr^>® 
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5 fZo 

TLC : R f 0.10 (^nD.i^;uA : ^ ^y-ji':g^^= 1 0 0 : 1 0 : 1) ; 

NM R (dg-DMSO) : d 8.49 (IH, t. J=5.6Hz), 7.92 (2H, d. J=8.8Hz), 7.87 (2H, 
d, J=8.8H2). 7.62-7.53 (2H, m), 7.48 (IH, d, J=0.6Hz), 7.30-7. 14 (2H, m), 3.95 (IH, 
dd, J=4.4, 8.4Hz), 3.29 (2H, m), 1.98-1.58 (2H, m)o 

0 

mmn i o 

4- (N- (4- (^>v''7 7>-2 --f ;u) 7i-;i'*;i/'K-;w) r^y) 
-2 (S) -'^v h^vr^' >i?^f-;i'J.x-r;i' 




8 Tm^Lfzit^!^ (0.2 g) Ov^'on^^^ (Iml) v-f 
VT'n a:^;WT 5 > (2ml) ^iPx-f-io rl^t;t^^> v^^^^'>^ 
i^ny^ K (0.79 m 1 ) iMUzc KB^S^^t^i 5 OVX^S O^mtmtfzo 
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2) izx^xm^L. ^k<D!^^mi^ti>mmit^^ (o.neg) ^mzo 

TLClRf 0.47 (n-^+H^-V : g^i?j:.^;U= 1 : 1) c 

1 1 

4- (N- (4- (^>^/7 7>-2 ->f 7jL~)ViJ)Uyi-^^}i^) T^y) 
-2 (S) -^>v;wt^v^ h^vr^' >^ 




TLC : R f 0.45 (^^nn.i^;i/A : ^ ^ 7 -i^ :g^^= 1 0 0:2 0:1 ) ; 

NM R (d6-DMS0) : d 8.61 (IH, t, J=5.4Hz). 8.01 (2H, d, J=8.8Hz), 7.95 (2H, 
d, J=8.8Hz), 7.709-7.63 (2H, m), 7.57 (IH, brs), 4.80 (IH, d, J=8.8Hz), 4.79 (IH, d. 
J=8.8Hz), 4.64 (IH, d, J=11.8Hz), 4.54 (IH, d, J=11.8Hz), 4.13 (IH, dd, J=4.2, 
8.2Hz), 3.52-3.28 (2H, m), 2.12-1.82 (2H, m)o 

mmmi 1 (1)^11 (3) 
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1 1 f n . 

4- (N- (4- (-^^VyyV- 2 -'f 7 x T^y) 
-2 (R) -^>v;w:i-^v^ h^vr^ 

5 



TLC : R f 0.45 i^uayt^juA : ^ :g^^= 100:20:1) ; 

NM R (d6-DMS0) : (J 8.61 (IH, t, J=5.4Hz), 8.01 (2H, d, J=8.8Hz), 7.95 (2H, 
10 d, J=8.8Hz), 7.709-7.63 (2H, m), 7.57 (IH, brs), 4.80 (IH, d, J=8.8Hz), 4.79 (IH, d, 
J=8.8Hz), 4.64 (IH, d, J=11.8Hz), 4.54 (IH, d, J=11.8Hz), 4.13 (IH, dd, J=4.2, 
8.2Hz), 3.52-3.28 (2H, m), 2.12-1.82 (2H, m)o 

15 4- (N- (4- (2- (4 on7x-;u) xx-;i/) -7 ji-;u* 
-;u) 75 y) -2 (S) -^>v;i':t^vp« h^vr^^K 
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TLClRf 0.18 (^'Dn;}^;i/i, : ^ ^>'-;i/= 1 0 : 1 ) ; 
NM R (d6-DMS0) : S 8.52 (IH, t. J=5.4Hz). 7.84 (2H, d. J=8.4Hz), 7.67 (2H, 
5 d. J=8.4Hz). 7.65 (2H, d. J=8.8Hz), 7.44 (2H, d. J=8.8Hz), 7.35-7.28 (7H, m), 4.80 
(IH, d, J=8.8Hz), 4.77 (IH, d, J=8.8Hz), 4.63 (IH, d, J=11.8Hz), 4.54 (IH, d, 
J=11.8Hz), 4.12 (IH, dd, J=4.4, 8.0Hz), 3.50-3.26 (2H, m), 2.10-1.78 (2H, m)o 

10 4- (N- ( 4 -:J^ nD7i-;u*;i/>K-;u) TS.y) -2-^>v;W:t^ 




15 TLC:Rf 0.32 (^nnjh;PA : ^J'y-jU :l^i?= 1 0 0 : 1 0 : 1 ) ; 
NMR (dg-DMSO) : 8 8.57 (IH. t, J=5.6Hz), 7.84 (2H, d. J=8.8Hz), 7.52 (2H, 

197 



wo 99/19296 



PCT/JP98/04529 



d, J=8.8Hz), 7.30 (5H, s), 4.80 (IH, d, J=8.8Hz), 4.76 (IH, d, J=8.8Hz), 4.63 (IH, d, 
J=11.8Hz), 4.53 (IH, d, J=11.8Hz), 4.11 (IH, dd. J=4.4, 8.2Hz), 3.49-3.24 (2H, m), 
2.08-1.77 (2H, m)o 

N-tKn:^v-4- (N- (4- (-^^y'^ 7 2 -W" 7x-;i/* 
T^y) -2 (S) -tKn^^v^f-y^ K 



nmm 2 -es^^t l tz^t^moitt) ») ^zmmm 9 -cum l fzit^m^m^^x^ 

TLClRf 0.42 (^nD.i^;l/A : ^ 7K= 1 0 0 : 2 0 : 1 ) ; 

NMR (d6-DMS0) : S 10.49 (IH, brs), 8.55 (IH, t, J=5.4Hz), 8.01 (2H, d, 
J=9.0Hz), 7.96 (2H, d, J=9.0Hz), 7.71-7.62 (2H, m), 7.57 (IH, brs), 7.39-7.23 (2H, 
m), 3.94 (IH, dd, J=4.2, 8.2Hz), 3.41-3.31 (2H, m), 2.02-1.64 (2H, in)o 

mmmi2 (i) -12 (5) 

mm 11 (1) -11 (3) x-m^^Lfzit^m^m^'x. mmm 1 2x7^^ n 
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12(1) 

(N- (4- V*77 >- 2 ^i-;^:^? 
T^y) -2 (R) - 1: Kn ^ v->^f-y ^ K 



TLClRf 0.42 nn.^;i/A : ^ ^ y : 7R= 1 0 0 : 2 0 : 1 ) ; 
NMR (d6-DMSO) : S 10.49 (IH, brs), 8.55 (IH, t, J=5.4Hz), 8.01 (2H, d, 
J=9.0Hz), 7.96 (2H, d, J=9.0Hz), 7.71-7.63 (2H, m), 7.57 (IH, brs), 7.39-7.23 (2H, 
10 m), 3.94 (IH, dd. J=4.2, 8.2Hz), 3.41-3.31 (2H, m), 2.02-1.62 (2H, m)o 

^^^1 2 (2) 
N-tKn^v-4- (N- (4- 2 

T^y) -2 (S) — ^> ^ v ^ h ^ v ^f-^ 5 K 

15 



5 





TLCtRf 0.24 (^oD>^;i/A : ^ ^y-;u= 1 0 : 1) ; 

NMR (d6-DMS0) : S 10.75 (IH, brs), 8.90 (IH, brs), 8.55 (IH, t, J=5.6Hz), 
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8.01 (2H, d. J=8.8Hz), 7.96 (2H, d, J=8.8Hz), 7.71-7.63 (2H, m). 7.58 (IH, brs), 
7.39-7.24 (7H, m). 4.77 (IH, d, J=8.8Hz), 4.68 (IH, d, J=8.8Hz), 4.58 (2H, s), 4.04 
(IH, t, J=5.8Hz), 3.49-3.25 (2H, m), 1.93 (2H, m)o 

nm ni 2 (3) 

N-tiKo^->-4- (N- (4- i^yyyy>-2-^)V) 7i-;i/* 



TLClRf 0.24 (^nn;^;i/A : ^ ^>'-;i/= 1 0 : 1) ; 

NMR (d6-DMSO) : d 10.75 (IH, brs), 8.90 (IH, brs), 8.55 (IH, t, J=5.6Hz), 

8.01 (2H, d. J=8.8Hz), 7.96 (2H, d, J=8.8Hz), 7.71-7.63 (2H, m), 7.58 (IH. brs), 
7.39-7.24 (7H, m). 4.77 (IH, d, J=8.8Hz), 4.68 (IH, d, J=8.8Hz), 4.58 (2H. s), 4.04 
(IH, t, J=5.8Hz), 3.49-3.25 (2H, m), 1.93 (2H, m)o 

mm n 12(4) 

- (N- (4 - (2- (4 --^ y :^~}^) ^-t-}^) 

K 
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TLClRf 0.22 nD*;L/A : ^ ^ y -;u= 1 0 : 1 ) ; 

NMR (d6-DMS0) : S 10.74 (IH, brs), 8.89 (IH, brs), 8.45 (IH, t, J=5.6Hz), 

7.85 (2H, d, J=8.4Hz), 7.67 (2H, d. J=8.4Hz), 7.65 (2H, d. J=8.6Hz), 7.45 (2H, d. 
J=8.6Hz), 7.35-7.26 (7H, m), 4,76 (IH, d, J=8.8Hz), 4.67 (IH, d, J=8.8Hz), 4.57 
(2H, s), 4.02 (IH, t, J=5.8Hz), 3.48-3.28 (2H, m), 1.91 (2H, m)o 

mmMl 2 (5) 

N-tFn^v-4- (N- ( 4 o n 7 ;i/'-K- -'U) 75 7) - 




TLClRf 0.34 (^'Dn>Js;i/i^ : :J'y-;i/= 1 0 : 1) ; 

NM R (d6-DMS0) : S 10.73 (IH. brs), 8.89 (IH, brs), 8.52 (IH, m), 7.84 (2H, 
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d, J=8.4Hz), 7.52 (2H, d, J=8.4Hz), 7.30 (5H, brs). 4.75 (IH, d, J=8.8Hz), 4.66 (IH, 
d, J=8.8Hz), 4.56 (2H, s), 4.01 (IH, t, J=6.6Hz), 3.45-3.25 (2H, m), 1.89 (2H, m)o 

^Mi^J 1 3 

5 4- (N- ( 4 nD7x -;L.:^;U.i€^;U) 757) -2- (t--/-^;i^ 



10 6 0%:^mti- VV'yA (2.38 g) (Dt hy\^VvJ7yy (1 Om 1 ) rB-^ 
i^ic- 7 sr-e 4 - (N- (4 -^'nn"7jL-;u*;i'**-;u) 757) -2- 
H Kn:^vr^' (3 g) b^t: Kd77> (l 5m 1) 

T^-f-h (0.975 g) 7 8t:T?Ti|TL/Co RlS^rl'^tJ^ 0°CTM.5B#F^il 

^ (n-^^-9-> : g^Kj^^;i/= 1 : i) izx^ixmmi. >X<om^mi^ir 
i>mmi\:^^ (3.194 g) ^#/co 

20 TLClRf 0.63 (n-^^"t> : S^^J^f^;l'= 1 : 1) o 



4- (N- ( 4 -^^ ao7 Ji^;!/*;!/*':^;!/) T5 7) - 2- (*;i"-K^v 




202 




5 mmm 1 3 -^'m&tfzit^'^ (3.194 g) <Dh vy)i^^^^m. (5 om 1 ) m 

m (2.275 g) ^mzo 
TLC : R f 0.28 (^on.-fc;u-is : ^ : f^i?= 1 0 0 : 1 0 : 1 ) o 

10 

^^^J 1 5 

4- (N- ( 4 -^^ nD7ji^;P*;i/*'-;i/) 7\J) -2- ( (N-^> 




%m \ ^'^W^\^fz^t^^ (0.5 g) <7)v^5^;W'j^;i/AT^ K (5m l ) v# 
?iS[{CN-^>'v^l'-N->f--'^T5 > (0.213g), 1 -t Kn^v^> y 
T^/-)'\y'imm (0.27 g) , l-i^;V-3- {Z -V :^^y^r \ J fuM 
20 7!7 ;U*-v>f 5 K • il^ll (0.337 g) ^tK^^TUP^. MS-e 1 B^F^iH^ Lt^c 
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v^M.-^^mm. mmL. ^(oi^^m^t^mmit^m (o.664 g) ^ntzo 

T L C : R f 0.60 ( n -^^-9- > : g^g?aLf-;i/= 1 : 1 ) „ 

^H^M 1 6 

4- (N- ( 4 -i^ Dn7x^;i'*;UjK-;u) r^y) -2- ( (N-^> 



mmm 2 -cm^ tii>i3mtmmi^^i^L. turn ^ ^-r ^ ^M-ft-^Ji? * t# 

TLC : R f 0.21 (^an;j^;i.A : ^ :|^^= i 0 0 : 1 0 : 1 ) ; 

N M R (dg-DMSO) : S 8. 83 and 8.72 (total IH, m), 7. 87 and 7. 86 (total 2H, d, 
J=8.8Hz), 7.53-7.23 (7H, m), 4.53 and 4.49 (total 2H, s), 4.38 (IH, d, J=15.0Hz), 
4.24 (IH, d, J=15.0Hz). 3.52-3.37 (IH, m), 2.86 and 2.80 (total 3H, s), 2.08-1.72 (2H, 
m)o 

^1km 16 (1) J: 1 6 (2) 
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^*fcM 16(1) . 

4- (N- {4-iruuyjL-)Vi})VjH=.)\.) T?^) -2 - ( (N-7ji 

5 



TLC : R f 0.29 (i^nn^j^ji/A : ^ ^y-;u:S^^= i 0 0 : i o : i) ; 

NM R (d6-DMS0) : 8 (IH, t, J=5.8Hz), 7.88 (2H, d, J=8.4Hz), 7.53 (2H, 

10 d, J=8.4Hz), lA^-l.^A (5H, m), 4.05-3.82 (3H. m), 3.44-3.33 (2H, m), 3. 19 (3H, s), 
2.04-1.64 (2H, m)o 

mmm 16(2) 

. 4- (N- (4 -^nD7jc^;i/*;i/.-K-;l/) 757) -2- ( (N-7j:. 
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TLC : R f 0.32 {i/uu:^.)UA : ^ : S^^= 100:10:1) ; 

NMR (dg-DMSO) : S 8.83 (0.5H, t, J=5.5Hz). 8.75 (0.5H, t, J=5.5Hz), 7.89 
(IH, d, J=8.4Hz), 7.86 (IH, d, J=8.4Hz), 7.53 (IH, d, J=8.4Hz), 7.49 (IH, d, 
J=8.4Hz), 7.30 (5H, s), 4.39 (0.5H, d, J=15.4Hz), 4.17 (0.5H, d, J=15.4Hz), 4.13 
5 (0.5H, d, J=14.6Hz), 3.95 (0.5H, dd, J=8.8, 3.0Hz), 3.90 (0.5H. d, J=14,6Hz). 3.79 
(0.5H, dd, J=9.0, 3.6Hz), 3.60-3.30 (4H, m), 2.90-2.70 (2H, m), 2.10-1.60 (2H, ni)o 

m m \ 1 7 

N-li Kn:^v/-4 - (N- {4 - 1^ uu y )U) T5y) - 




TLC:Rf 0.39 (^no.i^;l/A : p{ ^y-;l/= 1 0 : 1 ) ; 

NM R (d6-DMS0) : S 10.93 and 10.90 (total IH, brs, and brs), 9.05-8.65 (2H, 
m), 7.87 and 7.86 (total 2H, d and d, J=8.8Hz and J=8.8Hz), 7.52 and 7.45 (total 2H, d 
20 and d, J=8.8Hz and J=8.8Hz), 7.37-7. 19 (5H, m), 4.54 and 4.50 (total 2H, s and s), 
4.44 and 4.36 (total IH, d and d, J=14.2Hz and J=15.0Hz), 4.24 and 4.20 (total IH, d 
and d, J=14.2Hz and J=15.0Hz), 3.94-3.88 (IH, m), 2.84 and 2.80 (total 3H, s and s), 
2.00-1.68 (2H, m)o 

206 



wo 99/19296 



PCT/JP98/04529 



mmM 17(1) 

N-tKn:^v'-4- (N- ( 4 -iJ' n n 7 r?/) - 



TLClRf 0.48 (^'an;i^;UA : ^ :J'y-;u= 1 0 : 1 ) ; 

NMR (d6-DMSO) : S 10.79 (IH, brs), 9.20-8.40 (IH, br), 8.68 (IH, m), 7.87 

(2H, d, J=8.8Hz), 7.53 (2H, d, J=8.8Hz), 7.46-7.34 (5H. m), 4.14-3.67 (3H. m), 
3.55-3.25 (2H, m), 3.19 (3H, s), 1.95-1.60 (2H, m)o 

^^^1 17(2) 

N-tKn^v-4- (N- (4 -iJ^ n n 7 T^y) - 

2- ( (N-7ai::i;i/Ji^;u-N-y^;uT5 y) * b 7*^ 
75 K 
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CI 



TLClRf 0.40 (^on.ix;i.A : ^ :J'y-;U= 1 0 : 1) ; 

NMR (dfi-DMSO) : 8 10.90 (IH, brs), 8.87 (IH, brs), 8.83-8.67 (IH, m), 7.89 

5 and 7.87 (total 2H, d and d, J=8.4Hz and J=8.4Hz), 7.53 and 7.49 (total 2H, d and d, 
J=8.4Hzand J=8.4Hz), 7.33-7.17 (5H, m), 4.31 and 4. 10 and 3.99 (total 2H. d and d 
and s. J=15.4Hz and J=15.4Hz), 3.85 and 3.69 (total IH, dd and dd, J=4.4, 8.8Hz and 
J=4.0, 8.4Hz), 3.56-3.32 (2H, m), 2.84-2.72 (2H, m), 1.97-1.68 (2H, m)o 

10 mmp] 1 8 

3 (S) (N- (4- Vy y y - 2 - 4 "7 jl 



rXJ-T^ >i?J^f-;i^J^;^-r;i'(ActaChem.Scand., Ser.B, 2Z, 341 (1983){::iB^$ 

20 TLClRf 0.31 (n-^^-9-> : i^ija:^;i'= 1 : 1) ; 

NM R (d6-DMS0) : 8 8.57 (IH, t, J=6.0Hz), 8.00 (4H, s), in\-l.(ii (2H, m), 
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7.57 (IH, brs), 7.40-7.24 (2H, m), 5.13 (IH, d, J=5.6Hz), 4.18-4.00 (IH, m), 3.57 
(3H, s), 3.30 (2H, t. J=6.0Hz), 2.55 (IH, dd, J=4.0, 15.0Hz), 2.31 (IH, dd, J=4.0, 
15.0Hz)o 

3 (S) -tKD:^v-4- (N- (4- (^>y77>- 2 --f 7i 



tZo 

TLC : R f 0.24 {c^uut.}VA : ^ ^y-;ns^^= 100:10:1) ; 

NM R (d6-DMSO) : 8 8.55 (IH, t, J=5.8Hz). 8.00 (4H. s), 7.71-7.63 (2H, m), 
7.58 (IH, brs), 7.39-7.23 (2H, m), 5.16-4.92 (IH, brs), 4.14-4.00 (IH, m), 3.30 (2H, 
t, J=5.8Hz), 2.46 (IH, dd, J=4.2, 15.0Hz), 2.23 (IH, dd, J=8.4, 15.0Hz)o 

^*fe^l 19(1) 

3 (R) -liKn^v-4- (N- (4- {^yVyyy-2-'i)^) 7i 



O 
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3 (S) - t Kn:^ V- 4 -T^ y r ^ >^j^^;uj^;^x;K^ft;^<9 3 
(R) -li Kn c^v- 4 -7 5 y v^THMM 1 8 

TLC : R f 0.24 (i^Dn7h;i/A : ^ ^y-;u:g^i?= 100:10:1) ; 

NMR (ds-DMSO) : d 8.55 (IH, t, J=5.8Hz), 8.00 (4H, s), 7.71-7.63 (2H, m), 

7.58 (IH, brs), 7.39-7.23 (2H, m), 5.16-4.92 (IH, brs), 4.14-4.00 (IH, m), 3.30 (2H, 
10 t, J=5.8Hz), 2.46 (IH, dd, J=4.2, 15.0Hz), 2.23 (IH, dd, J=8.4, 15.0Hz)o 

Mmm 2 0 

3 (S) h^v^f-;U:f drv-4- (N- (4- (^>V77>-2- 

7i-;^>^/J^^i^'-;l/) r^y) r^y^mxfA - (N- (4- 

15 Vyyy-2-^)\^) 7i^;i'5!7;U5K-;i/) T\J) -2-y-r>iS 



o 




2 0(1) 



20 
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2 0(2) 



TLC:Rf 0.21 (i^tiu7i-.)VA : ^ ^ y I 0 : I) ; 

NM R (dg-DMSO) : d 8.72 (IH, t, J=5.6Hz), 8.00 (4H, s), 7.72-7.64 (2H, m), 
10 7.60 (IH, brs), 7.40-7.20 (2H, m), 4.63 (2H, s), 4.08 (IH, m), 3.40 (2H, m), 2.40- 
2.20 (2H, m)o 

^*fc^J 2 0(2) 

TLC:Rf 0.12 (^'nn.-^;i/A : p< ^y-;w= 1 0 : 1) ; 

15 NMR (dg-DMSO) :S 8.88(lH,t,J=5.6Hz), 8.02 (4H.S), 7.71-7.62 (2H,m), 

7.59 (IH, brs), 7.40-7.20 (2H, m), 6.80 (IH, dt, J=15.0, 5.0Hz), 5.85 (IH, d, 
J=15.0Hz), 4.09-4.01 (2H, m)o 

^mm2 0 (3) 

20 3 (R) h^v'^-^;l/^+v-4- (N- (4- i^y^/yy>-2- 

7i-;u5&;v7K--'w) 7^y) rf^y^ 
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o 




3 (S) - H Kndp 4 -7^ y 7*:5' >^j:-^;^J^;^r>'K7)'ft^'9 3 
(R) -t: Kn^v-4-T< y >i?if-;ux7.r;i/^ffi v^T||M^?!l 1 8 

TLC:Rf 0.21 (i5^DD*;i/A : y ^y-;l/= 1 0 : 1) ; 

NMR (d6-DMS0) I d 8.72 (IH, t, J=5.6Hz), 8.01 (4H, s), 7.70-7.65 (2H, m), 

7.61 (IH, brs), 7.40-7.20 (2H, m), 4.62 (2H, s), 4.08 (IH, m), 3.42 (2H, m), 2.40- 
10 2.20 (2H, m)o 

3 (S) -T-bf-;W:t^v- 4 - (N- (4- i^>^/yy >-2 }\^) 



mMm \ 8-eMjgL7t^b^i^ (0.3 g) fiotfy (5m 1) yMtcot:t?it 
im^ (0.6ml) tinx.7to RM'^tf*^i§l-C2i^Pfl«t^l^L;to 

^tt'S^m-^i^ (0.325 g) ^Wz, 
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TLC : R f 0.52 (n-^^-9-> : S^S?-^f-JP= 1 : 2) „ 

4- (N- (4- (^>V7 7>-2 r^y) 
5 -3 -7'x>^>f-;w-x7>-f;i' 



^SfeM2 1 •eiiiiL/si'ftl^tf (0.15 g) (7)Thy^V^yy> (Iml) 
10 ^fl^fwl, 8- vTiftTvjJ^n [5. 4. 0] ^>r-t-7 [DBU] 
(0.13 ml) iM^fZo BUBU^m^ 5 0X:X-3^mimttzo RJBiM^-^miZ 

■t^^mit^m (0.096 g) ^wzo 

15 TLCrRf 0.70 (n-^^-if> : g^®fj^f^;u= 1 : 2) o 

4- (N- (4- {-<yy^-7yy-2-^ )v) 7jc-;u;«7;u*'-;u) r^y) 
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TLC : R f 0.22 {^uuT^ivA : ^ :g^®?= i 0 0 : i 0 : i ) ; 

NM R (dg-DMSO) : d 10.39 (IH, d, J=9.8Hz), 8.05 (4H. s), 1J2-1M (2H. m), 
7.61 (IH, d, J=0.6Hz), 7.41-7.24 (2H, m), 6.95 (IH, dd, J=9.8, 14.4Hz), 5.54 (IH, 
dt, J=14.4, 7.2Hz), 3.05 (2H, d, J=7.2Hz)o 

'^mm2 4 

(S) (N- (4- {^y^yyy 




it^m^mzo 

TLClRf 0.41 (^'nn*;i/i, : :7jc=l 0 0 : 2 0 : 1) ; 

NMR (dg-DMSO) : S 10.39 (IH, brs), 8.55 (IH, m), 8.00 (4H, s), 7.71-7.63 
(2H, m), 7.57 (IH, brs), 7.39-7.23 (2H, m). 5.50-4.30 (IH, br). 4.12-3.98 (IH, m), 
3.40-3.18 (2H, m), 2.16 (IH, dd, J=4.8, 14.0Hz), 2.03 (IH, dd, J=8.2, 14.0Hz)o 

mmm2 4(1)^2 4(6) 

mmm 1 9 xmmLfzit^mo^i^ 0 iznmM 19 (1 ) , mmm 20 n) 
-2 0 (3) . mmm2 3'cm^ifzit^<^iM\^^xmmm2 A-cm^Myj 
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5 mmm 24(1) 

N-t:Kn + v-3 (R) yu^iy- 4 - (N- (4- (^>y*7'7> 



TLClRf 0.41 (^'nn.-^;i/A : ^ :;4c= 1 0 0 : 2 0 : 1) ; 

N]^R (d6-DMSO) : e 10.39 (IH, brs), 8.55 (IH, m), 8.00 (4H, s), 7.71-7.63 
(2H, m), 7.58 (IH, brs), 7.39-7.24 (2H, m), 5.20-3.80 (IH, br), 4.12-3.98 (IH, m), 
3.40-3.18 (2H, m), 2.16 (IH, dd, J=4,8, 14.0Hz), 2.03 (IH, dd, J=8.2, 14.0Hz)o 

15 

^*fe^2 4 (2) 

(S) h^v;<f-;i/^^v-4 - (N- (4- 




o 



10 



20 




TLC : R f 0.19 {^ruu:^.)]^^, : ^-)v= 1 0 : 1) 
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10 



15 



NM R (dg-DMSO) : S 10.47 (IH, brs), 8.80 (IH, brs), 8.64 (IH, t, J=5.8Hz), 
8.02 (2H. d, J=9.2Hz), 7.97 (2H, d. J=9.2Hz), 7.71-7.63 (2H, m), 7.57 {IH, brs). 
7.40-7.24 (2H, m), 4.60 (2H, s), 4.16-4.04 (IH, m), 3.41 (2H, t, J=5.8Hz), 3.21 (3H, 
s), 2.22-2.18 (2H, m)o 

^^^112 4 d) 

N-liKn^v-4- (N- (4- ('^^ v*7 7 > - 2 7ji-;1/* 



TLC : R f 0.20 i^uuy}-^)UM, : p< ^y-;nf^®?= i o o : i 0 : i) ; 

NMR (d6-DMSO) : 8 10.60 (IH, brs), 8.89 (IH, t, J=5.8Hz), 8.02 (4H, s), 

7.71-7.63 (2H, m), 7.59 (IH, brs), 7.40 (2H, m), 6.69 (IH, dt, J=15.4, 4.8Hz), 5.86 
(IH, d, J=15.4Hz), 4.08-4.02 (2H, m)o 

mmMZ4 (4) 

N-1iKn^v-3 (R) - p« h ^vp< v- 4 - (N- (4- 
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TLC:Rf 0.19 : ^ :J'y-;i/= 1 0 : 1 ) ; 

NMR (dg-DMSO) I S 10.46 (IH, brs), 8.77 (IH, brs), 8.64 (IH, t, J=5.8Hz), 
8.02 (2H, d, J=9.2Hz), 7.97 (2H. d, J=9.2Hz), 7.71-7.63 (2H, m), 7.58 (IH, brs), 
7.40-7.24 (2H, m), 4.60 (2H, s). 4. 16-4.05 (IH, m), 3.42 (2H, t, J=5.8Hz), 3.22 (3H, 
s), 2.22-2.19 (2H, m)o 

^*fc^2 4 

(N- (4- {^>yyy>-2-^)^) yj.-)lt 
7^y) -3 - f-ry ^ V 



T L c : R f 0.21 (i>'Dn;^;uA : ^ : s^^= 1 0 0 : 1 0 : 1) ; 

NMR (dg-DMSO) : d 10.45 (IH, brs), 10.37 (IH, d, J=9.6Hz), 8.98-8.52 (IH, 
brs), 8.04 (4H, s), 7.72-7.63 (2H, m), 7.61 (IH, brs), 7.41-7.24 (2H, m), 6.94 (IH, 
dd, J=9.6, 14.2Hz), 5.53 (IH, dt, J=14.2, 7.8Hz), 2.76 (2H, d, J=7.8Hz)o 

^*fc^l2 4 ffi) 
N-kKD^v-4- [N- [4- (^>V77 >- 2 ;w) 
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TLC:Rfo.3i (^^na^^PA : ^ ^y-;p= 1 0 : 1 ) ; 

NMR (dg-DMSO) : S 10.51 (IH, s), 8.67 (IH, t, J=5.6Hz), 7.98 (4H, m). 
7.71-7.60 (2H. m), 7.57 (IH, br.s), 7.39-7.20 (7H, m), 4.77 (IH, d, J=6.8Hz), 4.73 
(IH, d, J=6.8H2), 4.51 (2H, s), 4.20 (IH, m), 3.49-3.43 (2H, m), 2.25 (2H. d, 
J=6.2Hz)o 

^^^112 5 

2 T-^>v^i':t^v^5^;i'- 4 - (N- (4 -^5^>'L'7ai-;i/;?7;u*'-;u) 



V/n if;i/T^ > (0.925 m 1 ) OrhyHKn-77> (5ml) 

■^^^)Ut^7.7t^y^ K (HMPA) (3ml) MJCT;i^3*>#H^T. -7 
SX:-^ L63M<Dn-r^)VV^'^A<D^^^ymWL (4.05ml) ^tQ^fZo ?I 

^<^i-7 sx:-^! s^mmnttzo ^(ommi^-i s°c-r^mmm2 (d 

Wkik^tit-iit'tm (0.442 g) <^Th7tKn-77> (3ml) ^^imx.tio 
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i/;^^)Vi/uy4 K (0.313 g) ^M^fzo EJ^m^m^ - 1 b,x:t imiiUW 
^«tt^tt^*-r'2>^M'fb'&!^ (0.22 g) ^mzo 

TLC : R f 0.67 (^no*;i/A : > ^y-;n 1 8 : 2 : 1) o 

6 

N-n Kn^v-2-^:'y;w:i-^vp<-?-;i'-4- (N- (4-p<f-;u7x 



TLC:Rf 0.36 (i^on.-^;i/i. : p< ^y-;u=: 1 0 : 1) ; 

NMR (d6-DMS0) : S 10.52 (IH, s), 8.86 (IH. s), 8.32 (IH, t, J=8.4Hz), 7.74 
(2H, d, J=8.4Hz), 7.31 (5H, m), 7.24 (2H, d, J=8.4Hz), 4.46 (IH, d, J=12.5Hz), 4.44 
(IH. d, J=12.5Hz), 3.59 (IH, dd, J=8.8, 8.8Hz), 3.41 (IH, dd, J=8.8, 5.5Hz), 3.21 
(2H, m), 2.44 (IH, m), 2.35 (3H, s), 1.66 (2H, m)o 

^mm2 7 
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N-t KD^ V- 2 -t Kd ^v>-?^;u- 4 - (N- (4 - ^ ^;^7i-;i/ 




mmm2 e-c^^^trzit^^ (0.24 g) (1 omi) m^i^r 

;l.=f>#H^T, 1 0%^^y'J'y-U-^^ (0.024 g) imx.tZo ElBU^m^ 
10 nn.-^;i/A : ^ ^y-;w= 1 0 : 1) izx^xmmt. >k<o^nMitt^m 

mit^!^ (0.158 g) ^ntzo 

T L c : R f 0.39 (g^^ji^;u : : 7K= 1 6 : 3 : 2 ) ; 

NMR (d6-DMS0) : d 8.41 (IH, m), 7.76 (2H, d, J=8.0Hz), 7.24 (2H, d, 
J=8.0Hz), 3.52 (IH, m), 3.37 (IH, m), 3.20 (2H, m), 2.35 (3H, s), 2.23 (IH. m), 
15 1.64(2H, m)o 

mmm2 1 ( n axxiii (2) 

%mm2 ^xm.^\^fz\\j^m-^m^^ "^-^ \ ^'yy-^izx^x^mttzit^ 
mi^^^x%mm 3 -*mmm 4 -*nmm 2 ixTr^^ti^if^t mm^mi^ l , 

20 JilTtw/T^Lfwfb-g-tfSr^Tto 

^^^12 7(1) 

N-t Kd^ V- 2 - 1 Kn ^vptf-;l/- 4 - (N- ( 4 - ^ f-;l^7 

25 
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lfc^$tLTV^^:v^o L/i»^L. mmm2 7 (2) (DM<Di.i$.i:mt>-ro ) 
5 TLClRf 0.17 (^nn;}^;i/A : ^ ^y-;i/=4 : 1) ; 

NM R (CD3OD) : S 7.70 (2H, d, J=8.2Hz), 7.26 (2H, d, J=8.2Hz). 3.79-3.52 

(2H, m). 3.50-3.25 (2H, m), 2.38 (3H, s), 2.38-2.25 (IH, m), 1.80 (2H, q-like)o 

mmM2 7 (3) 

10 N-t Kn^->-2 -H Kn^->^f^;i/-4 - (n- (4 - > 




^^$^^Tv^:5:v^o L^-L, %mm2 7 (1) OiaoSL^^^^b-fo ) 
TLC:Rf 0.17 (^nn.-^;i/A : ^ ^y-;w=4 : 1) ; 
NMR (CD3OD) : 5 7.70 (2H, d, J=8.2Hz), 7.26 (2H, d. J=8.2Hz). 3.79-3.52 

(2H. m), 3.50-3.25 (2H, m), 2.38 (3H, s), 2.38-2.25 (IH, m), 1.80 (2H, q-like)o 

20 
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TLC:Rf 0.73 (:J'nn*;i/is : :J'y-;i/= 9 : 1 ) ; 

NMR (CDOs) : 8 7.38-7.31 (5H, m), 6.24 (IH, m), 5.65 (IH, m), 5.10 (2H, 

s), 4.20-4. 12 (IH, m), 2.81 (3H, d, J=5.0Hz), 2.49-2.24 (2H, m), 2.17-1.85 (2H, m), 
1.44 (9H, s)o 



4 (S) -^'f-)UT^yf])]^t'::.)l^-4-7<yr^>^t-y^)^J^:^-T 



TLC:Rf 0.28 (^nn*;l/A : ^ ^y->l.= 9 : 1) o 

^mm2 8 




o 
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4 (S) -^^^l^T 5 y ^JU**-;!/- 4 - (N- {4 - :^ j^^^^^t )V 



TLC : R f 0.46 (^nn.-f:;UA ; ^j' /-;w= 9 : 1 ) „ 

10 Mmm2 9 

4 (S) -^f';uT^y*;vjK-;i'-4- (N- (4 



imzo 

TLC:Rf 0.40 (:?'nn;^;uA : ^ ^y-;i'= 9 : 1) o 

20 NMR (dfi-DMSO) : 8 12.13 (IH, brs), 8.33 (IH, d, J=7.8Hz), 7.86-7.78 (3H, 

m), 7.26 (2H, d, J=8.1Hz), 4.40-4.25 (IH, m), 2.59 (3H, d, J=4.8Hz), 2.36 (3H, s). 
2.30-2.23 (2H, m), 2.05-1.82 (2H, m)o 




5 




15 
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^mm2 9 (\) -29 

^t(im2 9 (\) 

4 (R) -^^;i/7 5 y *;1'jK-;i/-4- (N- (4 ^;i'7i-;u5t; 



TLC:Rf 0.20 (iJ'pn*;!/^ : ^^'>'-;i'=5 : 1) ; 

NMR (CDa3 + CD30D) : 8 7.60-7.33 (2H, m), 7.14-7.22 (2H, m), 4.52-4.66 
15 (IH, m), 2.76 (3H, s), 2.30-2.56 (2H, m), 2.34 (3H, s), 1.84-2.22 (2H, m)o 

'^m.m2 9 (2) 

4 (S) >v;uT ^ y * jwjK-;!^- 4 - (N- (4 ji-;^:* 

20 



10 
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TLC:Rf 0.51 (i!'nn.-^;i/A : p{:J'y-;i/=4 : 1) ; 
NMR (d6-DMS0) : S 12.10(1H, brs), 8.44 (2H, d, J=8.0Hz), 7.82 (2H, d, 
J=8.0Hz). 7.27-7.21 (5H, m), 4.49-4.40 (IH, m), 3.60 (IH, brs), 3.17 (2H, s), 2.36 
5 (3H, s), 2.40-2.25 (2H, m), 2.20- 1 .95 (2H, m)o 

mmm29 (s) 

4 (S) - (4 -H Kn^vr^;!/) y *;i'*'-;i^-4 - (N- (4 - 



TLC:Rf 0.33 (i^nn;^;l/A : p( ^y-;i/=4 : 1) o 
15 ^*fe^3 0 

N-iiKn:^v-4 (S) -^^;i/T5y *;u*'-;i/-4- (N- (4-^ 



10 





20 
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TLC:Rf 0.69 (:}'nn;^;UA : ^^y-;U=4 : 1) ; 
5 NMR (dg-DMSO) : $ 10.37 (IH, brs), 8.69 (IH, m), 8.43 (IH, d. J=7.6Hz), 

7.85-7,79 (3H, m), 7.25 (2H, d, J=8.0Hz), 4.40-4.25 (IH, m), 2.59 (3H, d, J=4.6Hz), 
2.06 (3H, s), 2.10-1.85 (4H, m)o 



10 ^mm2 9xn^Lfzit^m(DfQioioiz^mm2 9 (1) -29 (3) xm 
mm n^ q (d 

15 N-tKn:5rv-4 (R) - ^)VT < J t 4 - (N- (4-P< 



20 T L C : R f 0.30 (i^uu !i>)UA : p< y -;i/= 1 0 : 1 ) ; 

NMR (CD3OD) : S 7.72 (2H, d, J=8Hz), 7.20 (2H, d, J=8Hz), 4.44-4.50 (IH, 
m), 2.67 (3H, s), 2.31 (3H, s), 2.22-1.85 (4H, m)o 

mn^O (2) 

25 N-liKn^v-4 (S) -^>'>^;UT? y *;i/5K-;u-4 - (N- (4 - 
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5 TLClRf 0.42 (i^nn.1^;ui, : p{^/-;U=4 : 1) „ 

N-l::Kn:^v-4 (S) - (4 -n Kn + v:ff-;i/) T 5 y - 
4^ (N- (4 7^7) 



TLClRf 0.23 (^5'nn.-^;ui. : >t : g^^= 1 8 : 2 : 1) ; 

NMR (CDOs) : <J 7.74 (2H, d, J=7.5Hz), 7.39 (IH, s). 7.25 (2H, d, J=7.5Hz), 
15 4.60-4.43 (IH, m), 3.61-3.56 (2H. m), 3.31-3.15 (2H, m), 2.40 (3H, s), 2.30-2.04 
(4H, m), 1.62-1.48 (4H, m)o 

**fe^l3 1 

4 (S) h^v*;i/**-;i/-4 - [N- [4- (4- (xhytKne 

227 



10 
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TLC:Rf 0.35 (n-^^-9-> : g^®ga^-?^;i/= 1 : 2) ; 

NM R (CDQs) : S 7.78 (2H, d, J=8.4Hz), 7.44 (2H, d, J=8.4Hz), 7.21 (3H, s), 
3.70-3.50 (2H, m), 2.75 (2H, t, J=6.9Hz), 2.42 (2H, m), 2.30-2.00 (2H, m). 2.00- 
1.50 (6H, m), 1.42 (9H, s)o 

^*fe^J3 2 

4 (S) h^v*;U.if::i;U-4- [N- [4- ( 4 - H Kn i|rv - 1 - 



CH30.^0 Q 




0-0 
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TLC:Rf 0.11 (n-^^-t> : s^g?j:.f-;i/= 1 : 1) ; 

NMR (CIOs+CDsOD) : d 8.02 (IH, d, J=7.6Hz), 7.77 (2H, d, J=8.6Hz), 

7.44 (2H, d, J=8.6Hz), 4.82-4.70 (IH, m), 3.83-3.69 (5H, m), 2.68 (2H, t, J=6.6Hz), 
2.41 (2H. t, J=6.6Hz), 2.26-1.99 (2H, m)o 

mmm 3 

(S) ^^v*;^;K^;^-4- [N- [4- (4 - 




TLC:Rf 0.30 (:^nn:^h;i'A : ^ ^j'y : g^i?= 1 8 : 2 : 1 ) ; 

NM R (d6-DMSO) : S 10.44 (IH, s), 10.20 (IH, s), 8.89 (IH, d, J=6.6Hz), 7.87 
(2H, d, J=7.8Hz), 7.47 (2H, d, J=7.8Hz), 4.41 (IH, m), 3.66 (3H, s), 3,65-3.59 (2H, 
m), 2.58 (2H, t, J=6.6Hz), 2.18-1.95 (2H, m), 1.28-1.21 (2H, m)o 

Wii^J3 3 (1) 

N-t; (R) - 4 - [N- [4- (3-p«h + v 
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TLC : R f 0.18 (^'nn;!}^;i/i, :^ ^y-;i/:|^^:7fc=8 5 : 1 5 : 1 : 

1) ; 

NMR (dg-DMSO) : 6 7.86(2H, d, J=8.8Hz), 7.53(2H. d, J=8.8Hz), 4.54- 
4.59(1H, m), 4.34(2H, s), 3.43(3H. s), 2.05-2.36(4H. m)o 

4,(S) - t -:^h^v*;i/j}^-;i/-4 - (N- (4 -p'-?^;^^ 




TLClRf 0.19 (n-'v^^j-V : |^KaL^;W=4 : 1) o 



230 



wo 99/19296 



PCT/JP98/04S29 



^nams 5 

4 (S) - t -•/h^v:«?;i/>K-;i/-4 - (N- (4 -^^;W"7jc-;U7t;;l/ 
:it^-)V) T^y) r^'>®? 




^M^J2 6-C$SitL/t'fb'g-i^Oft^>)tc^M««J3 4-C$giSL7^:<b'^t/*fflv> 

TLC:Rf 0.38 nn.-^;UA : p< ^J' y -;i/= 5 : 1 ) ; 

NM R (COas) : S UO (2H, d, J=8.2Hz), 7.22 (2H, d, J=8.2Hz), 6.97 (IH, d, 
J=7.5Hz), 4.71 (IH, m), 2.47 (2H. m), 2.38 (3H, s), 2.28 (IH, m), 2.05 (IH, m), 
1.49 (9H, s)o 

N-t:Knc^v-4 (S) -*;u*'^v-4- (N- ( 4 - p« x- 
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T L c : R f 0.43 m^j^-f-)i. : B^i? : 7fc= 8 : 1 : 1 ) ; 

NM R (CD3CD) : S 7.78 (2H, d, J=8.0Hz), 7.28 (2H, d, J=8.0Hz), 4.56 (IH. 
m), 2.40 (3H, s), 2.00-2.38 (4H, m)o 

4 (S) -*;U"-K^v-4- (N- (4- i^>'/7yy- 2 7^ 



4 (S) -3(;;i/#^v-4-T5y/^>^^f-;uj^;^r;i'i:##^J4-e$K 

TLC:Rf 0.64 (^'nD.1^;wi. : : g^^= 1 8 : 2 : 1) ; 

NMR (CD3OD) : S 12.74 (IH, brs), 8.74 (IH, d, J=7.8Hz), 8.04 (4H, s), 

7.71-7.58 (3H, m), 7.42-7.26 (2H, m), 4.45 (IH, m), 3.60 (3H, s). 2.51-2.44 (2H, m), 
2.26-1.96 (2H, m)o 

^*feM3 8 

4 (S) - >- 1 )\^) *;i/.-Kr.;U-4 - (N- (4- > 
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TLC:Rf 0.48 (^'nn.i^;i/A : ^ ^ y-;U=4 : 1 ) ; 

NMR (d6-DMS0) : 5 12.23 (IH, brs), 8.72 (IH, d, J=8.0Hz), 8.05-8.01 (4H, 
m), 7.74-7.58 (3H, m), 7.42-7.24 (2H, m), 5.03-4.86 (IH, m), 3.63-3.45 (8H, m), 
2.37 (2H, t, J=7.0Hz), 2.04-1.84 (2H, m)o 

10 

4 (S) -t Kn^v^^;v-4- (N- (4- {^yVy ^ > - 2 )V) 



15 




nmms i-cm^Lfz^t-^m (5.7 g) (o-rvyi^ o om u 

5 K (4.01 g) im^fzo Kmm^'^i:ox:-^5mmmwLfzo Kii&m^'^^ 

20 ^iiL, ^mi>zQ°CT7l^mit^^^mi-Y') (1.19 g) tA (Sml) 
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mit-^m (4.89 g) ^ntzo 

TLClRf 0.21 (n-^^Hj-> : p^JLf-;i/=3 : 7) ; 

NM R (dg-DMSO) :S 8. 14 (IH, d, J=8.4Hz), 7.99 (4H, s), 7.72-7.60 (2H, m). 

7.55 (IH, d, J=0.8Hz), 7.40-7.24 (2H, m), 4.75 (IH, t, J=5.8H2), 4.10-3.90 (IH, m). 

3.56 (3H, s), 3.55-3.39 (2H, m), 2.36 (2H, t, J=7.4Hz), 2.06-1.62 (2H, m)o 

MmmA 0 

4 (S) - 1 Kn^vpf^;!/- 4 - (N- (4- V*7 7 >- 2 - ;W) 
7 j^^)Vi])Vj!^=.)v) T^y) y^ym 



TLC : R f 0.33 (^'Du^^i/A : ^ y - ;v : s^i?= 190:10:1) ; 

NMR (d6-DMSO) : <J 12.10-11.90 (IH, br), 8.14 (IH, d, J=8.8Hz), 8.00 (4H, 
s), 7.73-7.60 (2H, m), 7.55 (IH, s), 7.41-7.22 (2H, m), 4.80-4.64 (IH, m), 4.10-3.90 
(IH, m), 3.54-3.35 (2H, m), 2.28 (2H, t, J=6.8Hz), 2.02-1.60 (2H, m)o 

4 1 
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4 (S) h^v>^;i/;i-^vp<^;u-4 - (N- (4- (^>V*77> 




TLC:Rf 0.65 (n-^^•^^> : |^®5a:f-;l'=3 : 7) ; 

NM R (CDOs) : 5 7.94 (2H, d, J=8.8Hz), 7.87 (2H, d, J=8.8Hz)7.64-7.50 (2H, 

m), 7.38-7.21 (2H, m), 7.13 (IH, d, J=0.8Hz), 6.78 (IH, d, J=7.8Hz), 4.67 (2H, s), 
4.46-4.28 (IH, m), 3.78 (IH, dd, J=10.2, 3.4Hz), 3.65 (IH, dd, J=10.2, 4.4Hz), 3.64 
(3H, s), 3.39 (3H, s), 2.62-2.38 (2H, m), 2.16-2.00 (2H, m)o 

^/ife^J4 2 

4 (S) -p< h^v^f';l/:t^vp<f-;i'-4 - (N- (4- (^>V7-7> 



235 




5 fZo 

TLClRf 0.19 (^on5fc;i/A : ^ ^y-;i/= 1 9 : 1) ; 

NMR (dg-DMSO) : $ 12.02 (IH. s). 8.30 (IH, d. J=8.2Hz). 8.00 (4H, s). 
7.73-7.60 (2H. m), 7.56 (IH, s), 7.41-7.22 (2H, m), 4.58 (2H. s), 4.26-4.08 (IH, m), 
3.62-3.42 (2H, m), 3.32 (3H, s), 3.26 (3H. s), 2.29 (2H, t, J=6.8Hz), 2.02-1.62 (2H, 
10 in)o ^ 

mmmA 3 

2 (S) -^>v;u-4 (S) h^v^ f-;l/:^-^v>{^;l'-4 - (N- 
15 f-)VJ:.X-T)l^ 



I 





4 






0 
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(0.695 ml) OTh7liKn79> {5ml) mWii^- 7 8 t:-e^ifef?!l 4 1 "C 
ISiatLTt'fb^ (0.474 g) (DT h h^uy y y (5ml) ^flSttfiDxT^To ZS 
'&t/=^-7 8"CTlB#raS^L7^c^. ^'fb'^>v;l' (0.113ml) tSPx.fZo K 

mi^mi^t^mm^t^m (0.429 g) ^t#7^^o 

TLC:Rf 0.51 (n-^^-9-> : g^^j-^;i/= 1 : 1 ) : 

NMR (CDCI3) : (J 7.96 (2H, d, J=8.8Hz), 7.84 (2H, d, J=8.8Hz), 7.63-7.50 
(2H, m), 7.38-7. 10 (8H, m), 6.57 (IH, d, J=8.8Hz), 4.64 (IH. d, J=8.8Hz), 4.60 (IH, 
d, J=8.8Hz), 4.50-4.30 (IH, m), 3.70 (IH, dd, J=10.2, 3.2Hz), 3.59 (IH, dd, J=10.2, 
3.8Hz), 3.40 (3H, s), 3.35 (3H, s), 3.04-2.72 (3H, in), 2.19 (IH, ddd, J=14.2, 10.4, 
8.4Hz), 1.82 (IH, dt, J=14.2, 4.4Hz)o 

^*fcfi^J4 4 

2 (S) -^y-JJl'-A (S) h^v^ ^;U:i-^v^^>'l'-4 - (N- 
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TLC:Rf 031 ii^uuji^)iA : M ^ ^ -)i^= 1 9 : I) ; 

NMR (0x33) : d 7.85 (2H, d, J=8:8Hz), 7.79 (2H, d, J=8.8Hz), 7.58-7.45 
5 (2H. m), 7.36-7. 10 (7H, m). 7.04 (IH, d, J=0.8Hz), 6.73 (IH, d, J=8.8Hz), 4.60 (IH, 
d, J=8.8Hz), 4.56 (IH, d, J=8.8Hz), 4.50-4.30 (IH, m), 3.70 (IH, dd, J=10.6, 3.2Hz), 
3.57 (IH, dd, J=10.6. 3.8Hz), 3.29 (3H, s), 3.11-2.95 (IH, m), 2.90-2.75 (2H, m), 
2.24-2.01 (IH, m), 1.90-1.72 (IH, m)o 

10 44 (1) -44 (29^ 

15 it^!^^nfzo 

^1ife^l4 4 (\) 

2 (S) -;<^}U-4 (S) h^v^f-;l/:^-^v;><f-;W-4 - (N- (4 

20 




TLC:Rf 0.25 (^'nn.-fjji/A : > ^y-;i/= 1 9 : 1) ; 
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NMR (CDCI3) : d 7.89(2H,d,J=8.8Hz), 7.83 (2H,d,J=8.8Hz), 7.62-7.50 
(2H, m), 7.37-7.20 (2H, m), 7.09 (IH, d, J=1.0Hz), 6.63 (IH, d, J=8.8Hz). 4.65 (2H, 
s), 4.55-4.36 (IH, m), 3.75 (IH, dd, J=10.2, 3.2Hz), 3.62 (IH, dd, J=10.2, 4.0Hz), 
3.38 (3H, s), 2.70-2.50 (IH, m), 2.23 (IH, ddd, J=14.0, 11.0, 8.2Hz), 1.72 (IH, ddd, 
5 J=14.0, 6.0, 4.4Hz), 1.30 (3H, d, J=6.8Hz)o 

2 (S) - (3-7ai-;U-2--/n^:^;i/) -4 (S) - > b ^ v> 

t^i^ 4 - (N- (4- i^y y'y y y- 2 7i-;u:?;;w>K 

10 7^y) r^>^ 




TLC:Rf 0.44 (n-^^-9-> : s^^a^f-ju= 3 : 7) ; 

15 NMR (d6-DMS0) I S 12.23 (IH, s), 8.34 (IH, d, J=8.4Hz), 8.00 (4H, s), 
7.74-7.61 (2H, m), 7.57 (IH, s), 7.41-7.18 (7H, m), 6.43 (IH. d, J=15.6Hz), 6.20 
(IH, dt, J=15.6, 6.4Hz), 4.57 (2H, s), 4.40-4.20 (IH, m), 3.62-3.48 (2H. m), 3.23 
(3H, s), 2.60-2.40 (3H, m), 1.92-1.80 (2H, m)o 

20 ^Mi^4 4 (3) 

2 (S) - (3 -7ai-;i'yntf;u) -4 (S) -pt b p« f-^i^^t^ v ^ 

-f;u-4- (N- (4- r 
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5 TLClRf 0.44 (n-^^-y-^ : g^^J^^;l-=3 : 7) ; 

NMR (CDCI3) :S 7.85(2H,d,J=8.8Hz), 7.79 (2H,d.J=8.8Hz), 7.60-7.44 

(2H, m), 7.34-7.06 (7H, m), 7.03 (IH, d, J=0.8Hz), 6.69 (IH, d, J=8.8Hz), 4.62 (IH, 
d, J=8.8Hz), 4.60 (IH, d, J=8.8Hz), 4.48-4.28 (IH, m), 3.73 (IH, dd, J=10.2, 3.4Hz), 
3.59 (IH, dd, J=10.2, 4.0Hz), 3.34 (3H, s), 2.68-2.42 (3H, m), 2.21-2.00 (IH, m), 
10 1.86-1.52 (5H,m)o 

^mmA 4 (A) 

2 (S) -^f-;i^-5-xb^v^ h^v- 4 (S) - [N- (4-^no 



TLClRf 0.46 (^'nn.-^;i/A : ^ ^y-;i/=9 : 1) ; 

NMR (d6-DMSO) : S 12.06 (IH, s), 8.24 (IH, d, J = 8.7Hz), 7.83 (2H, d, J = 



15 




.OCH2CH3 
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8.4Hz), 7.51 (2H, d, J = 8.4Hz), 4.57 (2H, s), 4.24-4.13 (IH, m), 3.52-3.42 (4H, m), 
2.37-2.25 (IH, m), 1.92-1.80 (IH, m), 1.63-1.52 (IH, m), 1.06 (3H, t, J = 6.9Hz), 
1.05 (3H, d, J = 6.9Hz)o 

5 ^^^J4 4 (5) 

2 (S) -p«^;U-5-J^h^v^ h+v- 4 (S) - [N- (4--hn 
■7 7^y] ^>^>M 



TLC:Rfo.45 (J^-ft^f-v^ : p« ^y-;i/=9 : 1) ; 

NM R (CDQa) : d 8.27 (d, J = 9.0Hz, 2H), 7.96 (d, J = 9.0Hz. 2H), 6.89 (brd, 
J = 9.0Hz, IH), 4.73 (d, J = 7.0Hz, IH), 4.68 (d, J = 7.0Hz, IH), 4.40 (m, IH), 3.78 
(dd, J = 10.6, 3.2Hz, IH), 3.68-3.55 (m, 3H), 2.55 (m, IH), 2.16 (ddd, J = 14.4, 10.2, 
15 7.6Hz, IH), 1.70 (ddd, J = 14.4, 5.8, 5.0Hz, IH), 1.28 (d, J = 7.0Hz, 3H), 1.20 (t. J 
= 7.0Hz, 3H)o 

^mm4 4 (6) 

2 (S) -7(f^;V'-5-a^h^v> (S) - [N- 




,OCH2CH3 



10 
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.OCH2CH3 



5 



10 



15 



TLC:Rf 0.47 (JS'fkpff'i^^ : p«^'y-;u=9 : 1) ; 

NM R (0)03) : d 7.65 (d, J = 8.8Hz, 2H), 7.54 (d, J = 8.8Hz, 2H), 6.67 (brd, 

J = 9.2Hz, IH), 4.72 (d, J = 7.0Hz, IH), 4.67 (d, J = 7.0Hz, IH). 4.40 (m, IH), 3.75 
(dd, J = 10.4, 3.2Hz, IH), 3,66-3.55 (m, 3H), 2.55 (m, IH), 2.16 (ddd, J = 14.4, 10.2, 
7.6Hz, IH), 1.70 (ddd, J = 14.4, 6.6. 4.8Hz, IH), 1.27 (d, J = 7.0Hz, 3H), 1.20 (t, J 
= 7.0Hz, 3H)o 

#M4 4 (7) 

2 (S) -T';;i'-5-J^h4rv^ (S) - [N- (4--hn 



TLC:Rf0.31 (i5^nn7j^;l/A : ^y-;u=9 : 1) ; 

NM R (CDOs) : d 8.25 (d, J = 8.7Hz, 2H), 7.94 (d, J = 8.7Hz, 2H), 6.92 (d, J 
= 8.7Hz, IH), 5.82-5.68 (m, IH), 5.14-5.06 (m, 2H). 4.73 (d, J = 6.9Hz, IH), 4.68 (d, 
J = 6.9Hz, IH), 4.45-4.32 (m, IH), 3.79 (dd, J = 10.2, 3.3Hz, IH), 3.66-3.56 (m, 
3H), 2.63-2.31 (m, 3H), 2.14-2.03 (m, IH), 1.82 (dt, J = 14.1, 5.4Hz, IH), 1.20 (t, J 
= 7.2Hz, 3H)o 
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2 (R) b^rv^^Jl/- 5-J^b4rv^ h4^v-4 (S) - [N- (4 



TLC:Rf0.24 (^'nn7j:;i/A : ^ ^y-;i/= 1 9 : 1) ; 

NM R (CDQs) : S 8.25 (d, J = 8.7Hz, 2H), 7.95 (d, J = 8.7Hz, 2H). 7.1 1 (d. J 
10 = 8.4Hz. IH), 4.73 (d, J = 5.7Hz, IH), 4.67 (d, J = 5.7Hz, IH), 4.42-4.31 (m, IH), 
3.80 (dd, J = 10.2, 3.3Hz, IH), 3.69-3.57 (m, 5H), 3.39 (s, 3H), 2.82-2.70 (m, IH), 
2.17 (ddd, J = 14.4, 10.2, 8.1Hz, IH), 1.88 (dt, J = 14.4, 5.1Hz, IH), 1.20 (t, J = 
7.2Hz, 3H)o 

15 4 4 ( 9 ) 

2 (R) -^'xv;i/;t^v^-?^;i/-5-J^ h^v^ h^v-4 (S) - [N 
- (4 -jn h a. — ;U:*;u.-Kz:;i/) T^yj ^z/ ^ 



5 




.OCH2CH3 




20 
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TLC : R f 0.41 (;^nD;i>;i.i. : ^^y-;u=i 9 : 1) ; 

NMR (CDQs) .: S 8.24 (d, J = 8.8Hz, 2H), 7.93 (d, J = 8.8Hz. 2H), 7.41-7.20 

(m, 5H), 7.01 (d, J = 8.8Hz. IH), 4.72 (d, J = 7.4Hz, IH), 4.67 (d, J = 7.4Hz, IH), 
4.57 (s, 2H), 4.43-4.25 (m, IH), 3.82-3.52 (m, 6H), 2.89-2.70 (m, IH), 2.19 (ddd, J 
5 = 14.8, 10.2, 8.0Hz, IH), 1.70 (dt, J = 14.8, 5.0Hz, IH), 1.19 (t, J = 7.0Hz, 3H)o 

mi^m4 4 (I 0) 

2 (S) -^^;i/-5- (2 h^vxh^v) (S) - [N 

- (4 -vry 7i-;i/*;u**-;u) r^y] 

10 



TLC :Rf 0.40 (^nD;f:;l/A : ^ ^y-;l<'= 1 9 : 1 ) ; 

NMR (CDCls) : d 7.91 (d, J = 8.4Hz, 2H), 7.70 (d, J = 8.4Hz, 2H), 7.07 (d, J 

15 = 9.0Hz, IH), 4.75 (d, J = 6.9Hz, IH), 4.70 (d, J = 6.9Hz, IH), 4.45-4.34 (m, IH), 
3.84 (dd, J = 10.5, 3.3Hz, IH), 3.78-3.60 (m, 3H), 3.54-3.51(m, 2H), 3.29 (s, 3H), 
2.61-2.49 (m, IH), 2.15 (ddd, J = 14.1, 10.2, 7.5Hz, IH), 1.70 (ddd, J = 14.1,6.6, 
5.1Hz, IH), 1.20 (d, J = 6.9Hz, 3H)o 
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5 



10 



15 



2 (R) - (2-^ h^vo^h^v) >f-;i.-5-jc|,+v^ (S) 
- [N- (4 b n7i-;i/*;i';K-;w) 75y] ^> ^ >^ 



TLC:Rf0.17 (^nn;j^;l/i:» : ^ ^^/-;p= 1 9 : 1) ; 

NM R (0003) : d 8.26 (d, J = 8.8Hz, 2H), 7.97 (d, J = 8.8Hz, 2H), 7.08 (d, J 
= 8.8Hz, IH), 4.75-4.62 (m, 2H), 4.44-4.28 (m, IH), 3.82-3.48 (m, lOH). 3.37 (s, 
3H), 2.90-2.66 (m, IH), 2.21 (ddd, J = 14.4, 10.0, 8.6Hz, IH), 1.92 (dt, J = 14.4, 
4.8Hz, IH), 1.20 (t, J =7.0Hz, 3H)o 



^jifc^4 4 (1 2) 

2 (S) - (2 -ynn'-;!/) -5 -J^ h + (S) - [N- 

(4 h n -70:- ^u:^;^ *'—;!/) T^y] 



TLC:Rf0.30 (:J'nn;^;i/A : ^ ^y-;i/= 9 : 1) ; 

NM R (0003) : S 8.28 (d, J = 9.0Hz, 2H), 7.96 (d, J = 9.0Hz. 2H), 6.98 (d, J 

= 8.7Hz, IH), 4.75 (d, J = 6.9Hz, IH), 4.70 (d, J = 6.9Hz, IH), 4.50-4.38 (m, IH), 

245 
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3.84 (dd, J = 10.5. 3.0Hz, IH), 3.70-3.55 (m, 3H), 2.80-2.40 (m, 3H), 2.28-2.10 (m, 
IH), 2.10-1.95 (m, 2H), 1.21 (t, J = 7.2Hz, 3H)o 

mmm a a (13) 

2 (S) (2-^ h^vJ^h^v) ^ (S) - [N 




TLC:Rf0.26 (i^nn.t;l/A : ^ ^ y-;i/= 1 9 : 1 ) ; 

NMR (CDQa) : d 7.90 (d, J = 8.4Hz, 2H), 7.71 (d, J = 8.4Hz, 2H), 7.10 (d, J 
= 9.0Hz, IH), 5.82-5.66 (m. IH), 5.16-5.03 (m. 2H), 4.75 (d, J = 6.9Hz, IH), 4.70 (d, 
J = 6.9Hz, IH), 4.38 (m, IH), 3.85 (dd, J = 10.5, 3.6Hz, IH), 3.80-3.58 (m, 3H). 
3.54 (t, J = 4.5Hz, 2H), 3.31 (s, 3H), 2.62-2.50 (m, IH), 2.49-2.30 (m, 2H), 2.07 (dt. 
J = 14.4, 9.0Hz, IH), 1.83 (dt, J = 14.4, 5.4Hz, lH)o 

mmmA a (\ a) 

2 (S) V^iy^^}U-5- (2-p{ h^rvJ^h^v) ^ h4rv-4 (S) 
- [N- (4 -vTy 7jl^;u*;1/**-;u) 757] 
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TLC:Rf 0.35 (^no.-^;UA : ;«t ^y-;l/=9 : 1) ; 

NM R (CD3OD) : 8 7.94 (d, J = 8.7H2, 2H), 7.82 (d, J = 8.7Hz. 2H), 4.7 l(d, J 

= 6.6Hz, IH), 4.68 (d, J = 6.6Hz. IH), 4.39-4.31 (m, IH), 3.68-3.49 (m, 8H), 3.32 (s, 
5 3H), 3.31 (s, 3H), 2.76-2.66 (m, IH), 2.08-1.86 (m, 2H)o 

^mmA 4 (1 5) 

2 (S) - (2 -T'ntf-;!/) -5 -c^Y^'y;^ V^'y- 4 (S) - [N- 
(4 -■/D^7i^;i'*;i/'-K-;u) 75 ^yj^y^ 



TLC : R f 0.36 {^xJvt-)UM, : ;^ :5'y-;i/=9 : 1) ; 

NM R (0X33) : d 7.64 (d, J = 8.6Hz, 2H). 7.54 (d, J = 8.6Hz, 2H), 6.82 (d, J 
15 = 9.0Hz. IH), 4.72 (d, J = 6.9Hz, IH), 4.69 (d. J = 6.9Hz, IH), 4.50-4.35 (tn. IH), 
3.80 (dd, J = 10.4, 3.2Hz, IH), 3.70-3.55 (m, 3H), 2.78-2.45 (m, 3H), 2.25-2.10 
(m, IH), 2.10-1.95 (m, 2H), 1.20 (t, J = 7.2Hz, 3H)o 

mmmAA (i 6) 

20 2 (S) - (2 --/nti'r:.;!/) - 5 -J^ h ^ h ^ v- 4 (S) - [N - 



10 
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TLC:Rfo.36 (^'naxh;i/A : ^ ^'y-;w=9 : 1 ) ; 

NM R (CDQa) : d 7.71 (d, J = 8.7Hz, 2H), 7.38 (d, J = 8.7Hz, 2H), 6.81 (d, J 
5 = 8.7Hz, IH), 4.73 (d. J = 6.8Hz, 1H), .4.69 (d, J = 6.8Hz, IH), 4.50-4.35 (m, IH), 
3.80 (dd, J = 10.2, 3.0Hz, IH), 3.70-3.55 (m, 3H), 2.78-2.45 (m, 3H), 2.25-2.10 (m, 
IH), 2.10-1.95 (m, 2H), 1.20 (t, J = 7.2H2, 3H)o 

10 2 (R) 5-ih^vp( (S) - [N- (4 




15 TLC:Rf0.39 (i^ n D : p« ^ y -;U= 9 : 1) ; 

NMR (CD3OD) : S 7.73-7.69 (m , 2H), 7.65-7.59 (m, 2H), 4.67 (s, 2H), 
4.37-4.28 (m, IH), 3.63-3.53 (m, 6H), 3.32 (s, 3H), 2.75-2.64 (m ,1H), 1.96-1.89 (m, 
2H), 1.15 (t, J = 7.2Hz, 3H)o 

20 ^HkMA 4(18) 

248 




wo 99/19296 PCT/JP98/04529 

2 (R) h#vp<f=-;u- 5 -J^b^v^ (S) - [N- (4 




TLC:Rf0.32 (^nn;i>;i'A : y ^y-;i/=9 : 1) ; 

NMR (CD3OD) : S 7.78(d, J = 8.7Hz, 2H), 7.45 (d, J = 8.7Hz, 2H), 4.66 (s, 
2H), 4.37-4.27 (m, IH), 3.63-3.54 (m, 6H), 3.32 (s, 3H), 2.74-2.62 (m, IH), 1.97- 
1.88 (m, 2H), 1.15 (t, J = 7.2Hz, 3H)o 

mmmA a (19) 

2 (R) -^>v;l/:^-^vy ^;W-5 - (2 -y h^vJ:. h ^v) h ^ v 

-4 (S) - [N- (4 -v7y 7x-;i/3!;;wsi^*:=.;i/) 75y] ^y^^y^ 



15 




TLC:Rfo.48 (Mit^^uy : y'-)^=9 : I) ; 

NM R (CDCI3) : 5 7.87 (d, J = 8.4Hz, 2H), 7.67 (d, J = 8.4Hz, 2H), 7.31 (m, 
5H), 7.16 (brd, J = 9.0Hz, IH), 4.74 (d, J = 7.2Hz, IH), 4.69 (d, J = 7.2Hz, IH), 
20 4.55 (s, 2H). 4.34 (m, IH), 3.83 (dd, J = 10.2, 3.6Hz, IH), 3.77-3.66 (m, 4H), 3.62 
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(dd, J = 10.2, 4.2Hz, IH), 3.51 (t, J =4.5Hz. 2H), 3.29 (s, 3H), 2.79 (m, IH), 2.15 
(ddd, J = 14.1, 9.6. 7.5Hz, IH), 1.91 (ddd, J = 14.1, 5.4, 5.4Hz, lH)o 

mmmAA (2 0) 

5 2 (R) -^>'J)Uir^'y;<-f-)U-5-^Y ^-y>^ h^'y- 4 (S) - [N 



10 TLC:Rfo.50 i^it^^uy : ;^ /-)u=9 : 1) ; 

NM R (CDCI3) : S 7.69 (d, J = 8.8Hz, 2H), 7.35 (d, J = 8.8Hz, 2H), 7.31 (m, 
5H), 6.81 (brd, J = 8.8Hz, IH), 4.70 (d, J = 7.5Hz, IH), 4.66 (d, J = 7.5Hz, IH), 
4.55 (s, 2H), 4.33 (m, IH), 3.80-3.50 (m, 6H). 2.80 (m, IH), 2.15 (ddd, J = 14.2, 9.8, 
7.6Hz, IH), 1.89 (ddd, J = 14.2, 5.2, 5.2Hz, IH), 1.17 (t, J = 7.4Hz, 3H)o 



mmmA4 (2 1) 

2 (R) -^y'J)Uir^'y;<'f-)\^-5~J^V^i/>^V^i^-4 (S) - [N 




15 
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.OCH2CH3 




o 



.0 



HO. 



Br 



TLC:Rfo.50 (igfb^-?^^> : p«^y-;u=9 : 1) ; 

NM R (CDOs) : S 7.62 (d, J = 8.8Hz, 2H), 7.51 (d, J = 8.8Hz, 2H), 7.31 (m, 
5H), 6.81 (brd, J = 8.8Hz, IH), 4.70 (d, J = 7.0Hz, IH), 4.65 (d, J = 7.0Hz, IH), 
4.54 (s, 2H), 4.33 (m, IH), 3.80-3.50 (m, 6H), 2.79 (m, IH), 2.15 (ddd, J = 14.2, 9.8, 
7.6Hz, IH), 1.89 (ddd, J = 14.2, 5.2, 5.2Hz, IH), 1.18 (t. J = 7.4Hz, 3H)o 

^^^1 4 4 (2 2 ) 

2 (S) -T'J;U-5-J^h^v^ b^v-4 (S) - [N- (4-^o^ 



TLC:Rf 0-43 (^'nnjJ>;i/A : p< ^y-;i/=9 : 1) ; 

NM R (CDOa) : 8 7.63 (d, J = 8.7Hz, 2H), 7.53 (d, J = 8.7Hz, 2H), 6.72 (d, J 

= 9.0Hz, IH), 5.83-5.65 (m, IH), 5.18-5.02 (m, 2H), 4.71 (d. J = 6.8Hz, IH), 4.67 (d, 
J = 6.8Hz, IH), 4.45-4.30 (m, IH), 3.76 (dd, J = 10.4, 3.2Hz, IH), 3.70-3.50 (m, 
3H), 2.62-2.50 (m, IH), 2.50-2.25 (m, 2H), 2.18-2.00 (m, IH), 1.81 (td, J = 14.1, 
5.1Hz, IH), 1.20 (t, J = 7.1Hz, 3H)o 




251 
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2 (S) -T'J;i^-5-J^h#>'> hi^rv- 4 (S) - [N- (4-^nn 

5 




TLC:Rf 0.45 (:J'nn;}^;UA : ^ ^y-;i/= 9 : 1 ) ; 

NM R (COas) : a 7,70 (d, J = 8.7Hz, 2H), 7.38 (d, J = 8.7Hz, 2H), 6.73 (d, J 
10 = 9.0Hz, IH), 5.82-5.65 (m, IH), 5.18-5.02 (m, 2H), 4.71 (d, J = 6.8Hz, IH), 4.67 (d, 
J = 6.8Hz, IH), 4.45-4.30 (m, IH), 3.76 (dd, J = 10.5, 3.3Hz, IH), 3.70-3.50 (m, 
3H), 2.62-2.50(01, IH), 2.50-2.25 (ra, 2H), 2.18-2.00 (m, IH), 1.81 (td, J = 14.1, 
5.3Hz, IH), 1.20 (t, J = 6.9Hz, 3H)e 

15 mUt&mA 4(2 4) 

2 (R) - (2 h+vo^h^v) ^^)l^-5-J^V^i^^ (S) 
- [N- (4 -•/n^-7i-;i'*;ujK-;i') T^y] 




20 

TLC:Rf0.4l (^nn*;i/A : ^ ^y-;i/=9 : 1) : 
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NM R (CDOs) : S 7.65 (d, J = 8.8Hz, 2H), 7.54 (d, J = 8.8Hz, 2H), 6.85 (d, J 
= 8.8Hz, IH), 4.70 (d, J = 7.0Hz, IH), 4.66 (d, J = 7.0Hz, IH), 4.42-4.27 (m, IH), 
3.78-3.50 (m, lOH), 3.35 (s, 3H), 2.83-2.70 (m, IH), 2.18 (ddd, J= 14.0, 9.8, 7.0Hz, 
IH), 1.82 (ddd. J = 14.0. 5.6, 4.4Hz, IH), 1.18 (t, J = 7.4Hz, 3H)o 

2 (R) - (2-^ h^vih+v) p<^;P-5- (2-p« ^^vJ^^^v) 



TLC:Rf0.16 (^nn;}s;i/i. : ^ ^'y-;i/= 1 9 : 1) ; 

NM R (0003) : S 7.91 (d, J = 8.4Hz, 2H), 7.71 (d, J = 8.4Hz, 2H), 7.20 (d, J 
= 8.7Hz, IH). 4.75 (d, J = 6.9Hz, IH), 4.70 (d, J = 6.9Hz, IH). 4.42-4.31 (m, IH), 
3.84 (dd, J = 10.5, 3.9Hz, IH), 3.78-3.60 (m, 7H), 3.57-3.50 (m, 4H), 3.36 (s, 3H), 
3.32 (s, 3H), 2.82-2.72 (m, IH), 2.18 (ddd, J = 14.4, 10.2. 7.2Hz, IH), 1.85 (dt, J = 
14.4, 5.7Hz, lH)o 

^Mi^4 4 (2 6) 

2 (R) - {2-;^ h^vJ^h^v) ;i^)\^-5-J~h^i/^ (S) 
- [N- {A-i^UUyjL::^)^-^)]^:^^)^) T^y] ^ >m. 



HgCO^ 



— 0CH3 
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TLC:Rf0.31 (^OD*;UA : ^ ^>'-;l/=9 : 1) ; 
NM R (CDQs) : d 7.72 (d. J = 8.8Hz, 2H), 7.39 (d, J = 8.8Hz, 2H), 6.84 (d, J 
5 = 9.0Hz, IH), 4.70 (d, J = 7.0Hz, IH), 4.66 (d, J = 7.0Hz, IH). 4.43-4.27 (m, IH), 
3.78-3.50 (m, lOH), 3.35 (s, 3H), 2.82-2.69 (m, IH), 2.19 (ddd, J = 14.4, 10.6, 
7.4Hz, IH), 1.82 (ddd, J = 14.4, 5.6, 4.4Hz, IH), 1.19 (t. J = 7.2Hz, 3H)o 

mmm4 4 (2 7) 

10 2 (S) - iZ-yrj}^-}],) -5- (2 h+vJ^ h + v) h^v- 
4 (S) - [N- (4 -vTy^i^;!/:^;^^^*^;!^) T^y] ^>'$'>M 




15 TLC : R f 0.37 (^nD*;WA : ^ ^'y-;l/=9 : 1) ; 

NM R (CDOs) : S 7.92 (d, J = 8.7 Hz, 2H), 7.69 (d, J = 8.7 Hz, 2H). 7.17 (d, 

J = 9.0 Hz, IH), 4.77 (d, J = 7.1 Hz, IH), 4.71 (d, J = 7.1 Hz, IH), 4.48-4.32 (m, 
IH), 3.89 (dd, J = 10.5, 3.6 Hz, IH), 3.82-3.60 (m, 3H), 3.55 (t, J = 4.5 Hz, 2H), 
3.31 (s, 3H), 2.78-2.50(m, 3H), 2.25-2.10 (m, IH), 2.10-1.95 (m, 2H)o 

20 

44 (28) -44 (29) 
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^mm4 4 (2 8) 

2 (S) -p«-^;U-5-a^h4r'>p« (S) ~ [N-^f-;i'-N- 



TLC:Rf 0.23 (^Dn7^;Wi, : ^ ^y-;i/=9 : 1) ; 

NMR (dfi-DMSO) : S 12.15(lH,brs), 7.63-7.56 (2H,m), 7.34-7.25 (2H,m), 

15 4.82-4.72&3.79-3.69 (IH, m), 4.59&4.55 (2H, s), 3.61-3.37 (4H, m), 2.76&2.64 (3H, 
s), 2.08 (IH, sxt, J = 6.9Hz), 2.01-1. 91&1.51-1.41&1.37-1.27 (2H, m), 1.14-1.04 
(3H, m), 0.82 (3H, d, J = 6.9Hz)o 

^M?^4 4 (2 9) 

20 2 (S) 5 b ^v^ h^v- 4 (S) - [N-p<-?";W-N- 

(4 hn^x-;^:^;!/?^'-;!/) T$y] 



10 
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.OCH2CH3 




O 



HO. 



N02 



TLC:Rf0.42 (^nn.i^;l/i, : ;»< ^y-;i/=9 : 1) ; 

NMR (CDdi) : S 8.27and8.25(dandd, J = 8.7HzandJ = 8.7Hz,2H), 7.68 

and 7.58 (d and d, J = 8.7Hz and J = 8.7Hz, 2H), 5. 10-4.98 and 3.92-3.80 (m and ni, 
IH), 4.76-4.63 (m,. 2H), 3.72-3.42 (m, 4H), 2.96 and 2.80 (s and s, 3H), 2.62-2.50 
and 2.27-2.21 (mand m, IH). 2.12 and 1.59 (dddand ddd, J = 14.4, 10.5, 6.3Hzand 
14A 7.5, 4.2Hz, IH), 2.02 and 1.41 (dtanddt, J = 14.4, 9.0Hz and 14.4, 5.4Hz, IH), 
1.32 and 1.08 (d and d, J = 7.2Hz and 6.9Hz, 3H), 1.23 and 1.22 (t and t, J = 7.2 and 
7.2Hz, 3H)o 

^mm4 5 

4 (S) -t -zr^}U'y;i^)Ui^V)l^t^'y^^)i^-4- (N- (4- 



mmms B^mikLfzit^m (0.294 g) oyp^f-^w^^^vAr^ k (5 mi) 




-Si— 



I 



CH30 
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l^m^^ ^ (0.107 g) tt )\^^uyy{ k (0.241 

g^^if-;i.= 3 : 1) izx-oxmML. ^(Dmi^m^^i-^mmit^!^ (o.36i 
g) imzo 

TLCrRf 0.83 (n-^^H?-> : B^^JC^;i/= 1 : 1) ; 

NMR (CDQs) : 6 7.94 (2H, d, J=8.8Hz), 7.84 (2H, d, J=8.8Hz), 7.63-7.52 
(2H, m), 7.37-7.20 (3H, m), 7.13 (IH, d, J=0.8Hz), 6.62 (IH, d, J=8.8Hz), 4.30-4.16 
(IH. m), 3.74 (2H, d, J=3.6Hz), 3.64 (3H, s), 2.59-2.38 (2H, m), 2.10-1.92 (2H, m), 
0.92 (9H, s), 0.086 (3H, s), 0.066 (3H, s)o 

2 (s) -^>i;)u-4 is) - t v^i'^t^vp'-?^;^- 
4-^ (N- (A - {^yyyyy-2-^)\^) 7 X 7^y) 
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T L C : R f 0.43 ( n -^+-9- > : S^^j::f-;l/= 7:3).; 

NMR (CDCI3) : $ 7.93 (2H, d, J=8.4Hz), 7.83 (2H, d, J=8.4Hz), 7.63-7.50 

(2H, m), 7.38-7.10 (8H, m), 6.35 (IH, d, J=8.8H2), 4,36-4.17 (IH, m), 3.74-3.60 
(2H, m), 3.43 (3H, s), 3.02-2.68 (3H, m), 2.20-2.00 (IH, m), 1.90-1.74 (IH, m), 
0.88 (9H, s), 0.038 (3H, s), 0.026 (3H, s)o 



7 

2 (S) -^yV)U-4 (S) - t }^t^'y}i'f■)l^- 
A- (N- (4- (^>V77 >-2 --f;u) yju~)Uij)i^t'-}u) T^y) 




TLC:Rf 0.44 (^nn;^;UA : ^'y-;l/= 1 9 : 1 ) ; 

NMR (CD3CD) : S 7.97 (2H, d, J=8.4Hz), 7.90 (2H, d, J=8.4Hz), 7.63-7.49 

(2H, m), 7.37-7.10 (8H, m), 4.35-4.18 (IH, m), 3.74-3.60 (2H, m), 3.05-2.82 (2H, 
m), 2.80-2.64 (IH, m), 1.93 (2H, m), 0.87 (9H, s), 0.048 (6H, s)o 

mmm 4 8 
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2 (R) -^>i;)U-4 (S) -t Kn^v^f-;U-4- (N- (4- 



m.mm4 7 -^mi^Lfzit^^ (O.I62 g) <^r h^l^ Vuyy> (5m 1 ) v§ 
mWL (0.4ml) 4:trax.7to SJSxi'^tfSr^a-C 2 l^™#L7t„ 

•^Y^yy^ (n-^^-9-> : |^^j::^;i/= 9 : 1-1 I 9) KX^rmWlL. 

'^om^m^-r^mmit^ (0.088 g) t#/co 

TLC:Rf 0.22 (^^UDTh;!//. : ^ ^'y-jl/= 1 9 : 1 ) : 

NMR (CD3OD) : S 7.92 (4H, s), 7.60-7.42 (2H, m), 7.38-7.06 (8H, m). 

4.40-4.20 (lH, m), 3.64 (2H, d, J=5.4Hz), 3.02-2.82 (2H, m), 2.80-2.62 (IH, m), 
2.10-1.75 (2H,m)o 

^tib^J4 8 (1) 

2 (S) -^y'J)\^-4 (S) -H Kn^v 4 - (N- (4- (3 
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7-*ife^3 9-*»J4 5-*mmm^ 6-«^J4 7-^ife^4 8-e^$ti 
T L C : R f 0.21 uu7i^)\/J\ \ i- 9 J 1 9 '. 1 ) o 



^^^14 9 

N_iiKD^'>-4 (S) - >- 1 --f ^;i-'K^^^-4- (N 

K ' 




T L C : R f 0.39 i.^ o u-^)V2^ :;><^y-;i/=9:i) i 

NMR (d6-DMSO) 1 5 10.42 (IH, s), 8.75 (IH, d, J=7.6Hz), 8.04 (4H, s), 
7.74-7.57 (3H. m), 7.42-7.25 (2H, m), 5.00-4.82 (IH, m). 3.71-3.40 (8H. m), 2.19- 
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1,82 (4H, m)o 

^^#11 4 9 ( 1 ^ - 4 9 ( 8 ) 

mmm s s -e^it l tzit^m oft ;b o iz%m^\ 4 o . %mm a 2 ^ mi^^ 4 

4. ^Jfe^4 4 (1) -4 4 (3) . ^WJ4 8. «^^J4 8 (1) X-^^L 

4 9(1) 

(S) Kn^vp(f-;i^-4- (N- (4- {^y^/ 



15 TLClRf 0.22 (^'nn4^;UA : > ^'y-;i/=9 : 1) ; 

NMR (d6-DMS0) : d 10.36 (IH. d, J=1.5Hz), 8.67 (IH, d, J=1.5Hz). 8.19 (IH, 
d, J=8.4Hz), 8.00 (4H, s), 7.73-7.61 (2H, m), 7.57 (IH, d, J=0.8Hz), 7.42-7.23 (2H. 
m). 4.73 (IH. t, J=5.8Hz), 4.08-3.85 (IH. m), 3.58-3.38 (2H. m). 2.12-1.60 (4H, m)o 

20 ^ffi^4 9 (2) 

N-1iFn^v'-4 (S) h^v>^;W:t^v^^^^- 4- (N- (4 
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TLCiRf 0.47 (^J'nu^hJi/A : ^ ^y-;i/=9 : 1) ; 

NMR (dg-DMSO) : S 10.37 (IH, s), 8.34 (IH, d, J=8.4Hz), 8.00 (4H, s), 
7.73-7.61 (2H, m), 7.56 (IH, s). 7.41-7.24 (2H, m), 4.58 (2H, s), 4.23-4.04 (IH, m), 
3.62-3.44 (2H, m), 3.26 (3H, s), 2.12-1.62 (4H, m)o 

^^^4 9 (3) 

),-ni^i/-2 (S) -^>v;i/-4 (S) - h ^'y ^ ^ 
5 f^y^ K 




TLClRf 0.35 (^'Dn*;i/A : ^ ^y-;l/= 1 9 : 1) ; 

NMR (d6-DMS0) : S 10.37 (IH, s), 8.69 (IH, s), 8.25 (IH, d, J=8.6Hz), 8.01 
(4H, s), 7.72-7.61 (2H, m), 7.57 (IH, s), 7.41-7.09 (7H, m), 4.55 (2H, s), 4.40-4.20 
(IH, m), 3.53 (2H, d, J=5.6Hz), 3.22 (3H, s), 2.79 (2H, d, J=7.4Hz), 2.50-2.34 (IH, 

262 
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m), 1.90-1.60 (2H,m)o 
(4) 

N_t;Knifv-2 (S) -p<f-;i'-4 (S) h ^'>p< ^^^^t^i-^ ^ 

5 (N- (4- (^>y77>'-2 7i-^V'*^l'**--'W 



10 



15 




T<L C : R f 0.23 (^^ nns^^i/A : ^ ^ y — ;!/= i 9 : i ) ; 

NMR ((i6-DMS0) : S 10.41 (IH, d, J=1.6Hz), 8.68 (IH, d, J=1.6Hz), 8.20 (IH, 
d, J=8.4Hz), 8.00 (4H. s), 7.74-7.60 (2H, m), 7.56 (IH, d, J=0.8Hz), 7.41-7.22 (2H, 
m), 4.58 (2H, s), 4.32-4. 10 (IH, m), 3.62-3.41 (2H, m). 3.25 (3H, s), 2.30-2.14 (IH, 
m), 1.82-1.58 (2H, m), 1.05 (3H, d, J=6.6Hz)o 



9 (5) 



N-t:Kni<^v-2 (S) - (3 -7^-;i'- 2 -^d-?-;W) -4 (S) 
y^=y^^)Vy^^l^^^)^-A- (N- (4- {-<yV7yy-2-^)^) 
•7 3L::.)ViJ)V^^)\^) TXJ) T^f-y^Y 



20 
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TLC:Rf 0.36 (^on*;ui^ : p< ^y-;^= 1 9 : 1) I 

NM R (d6-DMS0) : 8 10.50 (IH. s), 8.78 (IH, s), 8.25 (IH, d, J=8.4Hz), 8.00 
5 (4H. s), 7.67 (2H, t, J=8.6Hz). 7.56 (IH, s), 7.40-7.14 (7H, m), 6.41 (IH, d, 
J=16.0Hz), 6.15 (IH, dt, J=16.0, 5.8Hz), 4.57 (2H, s), 4.32-4.14 (IH, m), 3.62-3.45 
(2H. m), 3.24 (3H, s), 2.46-2.22 (3H, m), 1.96-1.78 (2H, m)o 

AmmA 9 (6) 

10 (S) - (3--7x^;W'/al£;i/) -4 (S) -^V^ 

v^f-;^*^'>^f-;i'-4- (N- (4- {-<y^/7y>-2--()\^) y^^- 



15 

-TLClRf 0.35 (^nn;^;l/A : ^ ^y-;i'= 1 9 : 1) ; 
NMR (d6-DMS0) : S 10.47 (IH, s), 8.82-8.66 (IH, brs), 8.20 (IH, d, J=8.4Hz), 
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7.99 (4H. s), 7.72-7.61 (2H, m), 7.57 (IH, d, J=0.6Hz). 7.41-7.10 (7H, m), 4.57 (2H, 
s), 4.23-4.02 (IH, m), 3.60-3.42 (2H, m), 3.24 (3H, s), 2.62-2.40 (2H, m). 2.22-2.06 
(IH, m), 1.84-1.64 (2H, m), 1.60-1.38 (4H, in)o 

m^^Q (7) 

N_iiKni^v-2 (R) -^y'y)i^-4 (S) - 1: Fn^ 4 - 
75 K 




TLClRf 0.37 ^^-^-^^=9 ■ 1) ' 

NM R (d6-DMS0) : 8 10.32 (IH, s), 8.68 (IH, s). 8.08 (IH, d, J=8.4Hz), 8.02 
(4H, s), lJ2-l.(a (2H, m), 7.59 (IH, s), 7.41-7.06 (7H, m), 4.82-4.66 (IH, m), 
4.24^.04 (IH, m). 3.60-3.36 (2H, m). 2.92-2.66 (2H, m), 2.50-2.30 (IH. m), 1-92- 
1.52 (2H, m)o 

^i^mA 9 (8) 

(S) -^yv)\^-A (S) - n Kn ^ 4 - 
(N- (4- (3 h^v- 1 -■^0 1^°^''^) 7x^;^:^^^'-K-''^) 757) 
^^•7 5 K 



265 



wo 99/19296 



PCT/JP98/04529 




TLC:Rf 0.23 (^DD.-^;i/A : ^ ^y-;i/=9 : 1) ; 

NM R (d6-DMS0) 1 d 10.28 (IH, brs), 8.62 (IH, brs), 8.04 (IH, d, J=8.4Hz), 
7.87 (2H, d, J=8.2Hz), 7.53 (2H, d, J=8.2Hz), 7.24-7.05 (5H, m), 4.69 (IH, t, 
J=5.7Hz), 4.33 (2H, s), 4.18-4.02 (IH, m), 3.46-3.34 (2H, m). 3.31 (3H, s), 2.75 (2H, 
d, J=7.0Hz), 2.42-2.26 (IH. m), 1.89-1.52 (2H, m)o 

N-ii Kni|rv-5 (S) - [N- [4- (3-^b^v 




TLC:Rf0.36 (^nn;)^;!/^ : ^ ^y-;l/=4 : 1) ; 

NMR (d6-DMS0) I S 10.35 (IH, s), 10.18 (IH, s), 8.18 (IH, d, J= 8.4Hz), 7.88 
(2H. d, J=8.4Hz), 7.55 (2H, d, J=8.4Hz), 4.53 (2H. s), 4.02-3.84 (IH, m), 3.73-3.34 
(2H, m), 3.35 (3H, s), 2.07-1.59 (4H, m)o 
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N-H KDi|rv-5 -li Ka:^rv-4 (R) - [N- [4- 



TLC : R f 0.28 (:j'nD/i>;i/A ^ y — : :7K= 8 5 : i 5 : i : 
1) ; 

15 NMR (CD3GD) : S 7.83(2H, d, J=8.4Hz), 7.51(2H, d, J=8.4Hz), 4.34(2H, s), 
4.03-4. 15(1H, m), 3.62(2H, d, J=5.6Hz), 3.43(3H, s). 2.19(2H. t, J=7.4Hz), 1.77- 
2.10(2H, m)o 



5 




^iifBffiid 9(11) 

25 N-H FD^v-4 (S) 



- (4 -V: Kni|rv-/^;i/*;i'>''^'^^^^) -4- 
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[N- [4- (3-^ b^v-l-:/ne-;u) 7 j.^^^^^^^'i^--'^] T^y] 



HO 




HO 



10 



15 



TLC:Rfo.40 (^nD.-^;i/A : > ^y-;i'=4 : 1) ; 

NMR (d6-DMS0) : S 10.41 (IH, s), 8.61 (IH, d, J=7.8Hz), 7.98-7.88 (3H, m). 
7.55 (2H, d, J=8.4Hz), 4.44-4.27 (3H, m), 3.38 (2H, t, J=6.2Hz). 3.35 (3H, s). 3.13- 
3.00 (2H, m), 2.09-1.83 (4H, m), 1.48-1.34 (4H, m)o 

^ffiif?ll4 Cj (12) 

N-fcKD:^i/-4 (S) - (3-7x-;w-;^ne;l'*;WN'^^;^) -4- 
[N- [4- (3-^ h^v-l-7'nii-^;i') 7x^;^*;v**^^H T^y] 

^^7^ K 




TLC:Rf 0.38 nn*;WA : p{ ^ y -J^= 9 ^ 1 ) • 
NMR (d6-DMSO) : S 10.41 (IH, s), 8.72 (IH, s). 8.64 (IH, d, J=7.6 Hz), 
20 8.04-7.94 (IH, m), 7.92 (2H, d. J=8.5Hz), 7.55 (2H, d, J=8.5Hz), 7.32-7.14 (5H, m). 
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4.43-4.35 (3H. m), 3.33 (3H, s). 3.16-3.02 (2H, m), 2.62-2.49 (2H, m), 2.14-1.8 
(4H, m), 1.80-1.62 (2H, m)o 

4 Q (13) 

N_iiKDi^v-4 (S) -7"nii;i/:^;;i/^N'^^;l'-4 - [N- [4- (3 




TLC:Rf 0.23 (^nn.i^;i/i. : ^ y -;w= 9 : 1 ) ; 

NMR (d6-DMSO) : S 10.40 (IH, s), 8.71 (IH. s), 8.61 (IH, d, J=7.8Hz), 
7.96-7.88 (3H, m), 7.55 (2H, d. J=8.3Hz), 4.43-4.26 (3H, m), 3.32 (3H, s), 3.09- 
2.95 (2H, m). 2.07-1.79 (4H, m), 1.41 (2H, sextet, J=7.3Hz), 0.83 (3H. t, J=7.3Hz)o 



15 ^tifeffll4Q n 4) 

N-V:Kncs^^v-4 (S) - (2 -li Kn:^i/if-;V'*;U^^'^-^ ^l') -4- 
[N- [4- i3-^V^i^-l--f^^-f^) 7x-;i':^7;i'**-;^] T^y] 
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TLC:Rfo.09 (^nn;^;i/A : p« ^ 7-^^=9 : 1) ; 

NMR (d6-DMSO) : S 10.39 (IH, s), 8.71 (IH. s). 8.63 (IH, d, J=7.6Hz), 
7.97-7.87 (3H, m). 7.56 (2H, d, J=8.2Hz), 4.66 (IH, t, J=5.4Hz), 4.43-4.35 (3H, m), 
3.40 (2H, m), 3.33 (3H, s), 3.19-3.08 (2H, m). 2.09-1.83 (4H. m)o 

^HHm 4 9 (15 ) 

- [N- [4- (3 h^v- 1 yaL:=.)Vi}}\^^':^)i^] 




T L C I R f 0.42 n D.t:;i/A : ^ ^ y — ;i/= 4:1) ; 

NMR (d6-DMS0) : d 10.37 (IH, s), 8.68 (IH, s), 8.57 (IH, d, J=7.6Hz), 
7.93-7.83 (3H, m), 7.53 (2H, d, J=8.4Hz), 4.37-4.25 (4H, m), 3.38-3.29 (5H, m), 
3.09-2.93 (2H. m), 2.12-1.78 (4H. m). 1.43-1.15 (8H, m)o 



9(16) 



N-liKni^v-4 (S) - [2- (4 b^v7 x^;v) ^^;^*^w^ 
-4- [N- [4- (3-^ h^>'-l-7'ne-;w) 7:.^;^*^^ 

r^y] 5 K 
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T L C : R f 0.25 nn7jN;ui^ \ :^ 9 J — ;w= 9:1) *. 

NMR (d6-DMSO) : 8 10.40 (IH. s), 8.72 (IH, s). 8.62 (IH, d. J=8.4Hz), 
8.00-7.86 (3H. m), 7.60-7.52 (2H, m). 7.10-7.08 (2H, d, J=8.4Hz). 6.82-6.79 (2H, d. 
J=8.4Hz). 4.40-4.25 (3H, m), 3.70-3.69 (3H, s). 3.35 (3H, s), 3.36-3.15 (2H, m), 
2.63 (2H, t, J= 7.3Hz), 2.19-1.82 (4H, m)o 

^ffif^ll 4 Q (17) 

N-l::Knifv-4 (S) - ( 2 U ^ i^^^*^"^^'^^ -4" 
[N- [4- (3-^ "^^^3 



HN^O 

H 

HO-" 




TLC :Rf 0.70 (^on^;l/A : ;^ ^^-^^=4 : 1) 5 

NMR (d6-DMS0) \ 8 10.32 (IH, s), 8.60 (IH. d, J=7.6Hz). 8.32 (IH, s), 7.92 

(2H. d. J=8.4Hz), 7.83 (IH, t, J=5.5Hz). 7.56 (2H, d, J=8.4Hz), 4.42-4.30 (3H, m). 
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3.55-3.48 (4H, m), 3.35 (3H, s), 3.23-3.20 (4H, m), 2.39-2.29 (4H, m). 2.21-1.83 
(4H, m)o 

mUfkMA 9(18) 

N-ii Kni^^v'-4 (S) - [2- > h'-f^-Z-^ 
^^)V) -4- [N- [4- (3 1 -yaif:^;!/) ^ji-;!/*;!/ 



TLClRf 0.33 (^nn7}v;l/A : p<^$'y-;i/=9 : 1) ; 

NMR (dg-DMSO) : 8 10.79 (IH, s), 10.41 (IH, s), 8.64 (IH, d, J=7.6Hz), 
8.12-8.04 (IH, m), 7.92 (2H, d, J=8.5Hz), 7.61-7.52 (3H, m), 7.32 (IH, d, J=7.6Hz), 
7.17-6.92 (3H, m), 4.45-4.35 (3H, m), 3.42-3.33 (4H, m), 2.82 (2H, t, J=7.4Hz), 
15 2.17-1.84 (4H, m)o 

^M4 9 (1 9) 

(S) - (4-"7Jl-;^•r^;^*^^^^'^'f - 4- [N 

20 5 K 




10 
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TLC:Rfo.i6 (^'nn.-^;i/A : ^ ^y-;L'=9 : 1) : 

NMR (d6-DMSO) : d 10.40 (IH, s), 8.70 (IH, bis), 8.62 (IH, d, J=7.8Hz), 
7.98-7.87 (3H. m), 7.55 (2H. d. J=8.5Hz), 7.30-7.14 (5H. m), 4.40-4.34 (3H, m), 
3.35 (3H, s), 3.09 (2H. q, J=6.0Hz), 2.56 (2H, t, J=7.0Hz). 2.12-1.83 (4H. m), 1-64- 
1.34 (4H, m)o 

^jjji ifll 4 Q (20) 

N-tKoi^v'-4 (S) - {2-7:c^)l^^^)^iJ)^^^'^^f^) -4-[N 
_ j-4_ Y3^i/-l-zfX2\L^)V) 7i-^l'*^^**-''W T^y] 




tlc:R£0.36 (^^D5J^;^A : ^ ^y--'i-=9 : 1) ; 

NMR (d6-DMSO) :S 10.39 (IH, s), 8.72 (IH, s), 8.63 (IH, d, J=8.0Hz). J 
(IH, t, J=5.7Hz). 7.92 (2H, d, J=8.4Hz), 7.57 (2H. d, J=8.4Hz), 7.29-7. 14 (5H. 
4.39-4.28 (3H, m), 3.35-3.23 (5H, m), 2.71 (2H, t, J=7.5Hz). 2.09-1.82 (4H, m). 
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10 



^^MA C) (2 1) 

N-t:Kni^v-4 (S) - [3- (^7 V^-^^- 1 T'ntf^l'^^v 
-4- [N- [4- (3-> b^v-l--/oli°^;i.) 7-^;^* 



NMR (cl6-DMS0) : S 10.43 (IH, s), 8.69 (IH, d, J=7.5Hz), 8.06 (IH, t, 
J=5.6Hz), 7.93 (2H, d, J=8.4H2), 7.71 (IH, d, J=2.0Hz), 7.56 (2H, d, J=8.4Hz), 
7.42 (IH, d, J=2.0Hz), 6.21 (IH, t, J=2.0H z). 4.37-4.27 (3H. m), 4.11 (2H. t. 
J=6.8Hz), 3.35 (3H, s). 3.09-2.99 (2H, m), 2.12-1.86 (6H, m)o 

^ffifWl 4 Q (2 2) 

N-i^Kn^v-4 (R) - (3 -7a.^;wyn k:;i.*;w^-^^ ^i-) -4- 
[N- [4- (3-p? h^v-l-T'nii--;!/) y )\^t^^}^] r ^ y] 






20 
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4 (S) -*;i/>K^v-4-T5y7*^'>^^-f-^i'-^^-r;i'C7)ft^^}t^. 4 
TLC : R f 0.44 (^nn*;wi^ : > ^y--'i'=9 : 1 ) ; 

NMR (d6-DMSO) : 8 10.39(1H, brs), 8.70(1H, brs), 8.63(1H, d. J=7.8Hz), 
7.98(1H. t, J=5.6Hz), 7.90(2H, d, J=8.4Hz), 7.54(2H, d. J=8.4Hz), 7.10-7.28(5H, 
m), 4.42-4.35(3H, m), 3.32(3H, s), 3.11-3.01(2H, m), 2.57-2.47(2H, m), 2.13- 
10 1.82(4H, m), 1.74-1.60(2H, m)o 

^msMAQ (2 3) 

-4- [N- (4 -7a.y ^v'-7a.-;i/*;u*'->'^) r 

15 f^y^ F 




4 (S) -*;i.^*:^v-4-T5yr^>S?^f-^^^^7^^^<^^^'5'-> 
V>T^Jfe^J 4 3 2 7 -*Sfe^ 3 7 (##^J 4 c^-ft ^ {CffiSi" -6 
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TLC : R f 0.30.0.36 (iJ'nn*;!/^ : ^ iJ' y -;u : B^^= 9 : 1 :o.5) ; 

NMR (d6-DMS0/MeOH) IS 8.33-8.26 (2H, m), 7.89-7.82 (2H, m), 7.48 (IH, 
t, J=8.1Hz), 7.39-7.31 (2H, m), 7.24-7.06 (5H, m), 7.02-6.90 (6H, m), 4.48 (IH of 2 
5 isomers, dd, J=5.0Hz, lO.lHz), 4.29 (IH of 2 isomers, dd, J=4.2Hz, 10.5Hz), 3.20- 
3.02 (2H, m), 2.95-2.84 (IH of 2 isomers, m), 2. 79-2.57 (IH of 2 isomers + 2H, m), 
2.51-2.27 (2H, m), 2.04-1.92 (2H of 2 isomers, m), 1,88-1.77 (2H of 2 isomers, m)o 

m-Hfim 49 (24) - 49 (35) 

15 4 9 (2 4) 

N-H Kni|rv-5-^ h^v^ h^v-4 (S) - [N- [4- (3-^ 



TLC : R f 0.22 (i^nn4^;i/A : ^ ^-}\^=9 : 1) ; 

NMR (d6-DMS0) I S 10.35 (IH, s), 8.32 (IH, d, J=8.6Hz), 7.87 (2H. d, 
J=8.4Hz), 7.55 (2H, d, J=8.4Hz), 4.57 (2H. s), 4.36 (2H, s), 4.20-4.01 (IH, m), 
3.55-3.44 (2H, m), 3.35 (3H, s), 3.24 (3H, s), 2.09-1.64 (4H, m)o 




.OCH3 
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mmmA9 (2 5) 

N-ii Kn^v- 5 -^>-J)Uir^'y^ h^">-4 (S) - [N- [4 - (3 




T L C : R f 0.24 nu*;i/A \ ^ 9 J -)U= 9:1) ; 

NMR (d6-DMSO) : ^ 10.37 (IH, s). 8.36 (IH, d, J=8.8Hz), 7.88 (2H. d, 
J=8.5Hz). 7.55 (2H, d. J=8.5Hz), 7.37-7.26 (5H, m), 4.72 (2H, s), 4.53 (2H, s), 4.35 
(2H. s), 4.22-4.07 (IH, m), 3 .63-3.55 (2H, m), 3.35 (3H. s). 2.09-1.68 (4H. m)o 

M^MA 9(2 6) 

N_iiKnifv-5- (2-> h^v^h^v) ^ h^v-4 (S) - [N 
_ [4_ (3-7iyi^v- 1 -ynvf-;!/) y :i.=-)Vtl )\^^'^)^] T^y] 
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TLC : R f 0.41 {^uuji^ji^A : S^S? : 7K= i 0 0 : i 0 : 

1 : 1) ; 

NMR.(d6-DMS0) : S 10.32(1H, s), 8.65(1H, s), 8.30(1H. d, J=8.6Hz), 7.84(2H, 
d, J=8.4Hz), 7.52(2H, d, J=8.4Hz). 7.28-7.36(2H. m), 6.93-7.06(3H, m), 5.04(2H, s). 
4.60(2a s). 3.95-4.16(lH. m), 3.38-3 .56(6H. m), 3.19(3H, s). 1.57-2.08(4H. m)o 

^ffi^l (2 7) 

N-k: Kn^v-5-> (S) - [N- [4- (3-7 



^OCHa 




T L C : R f 0.27 (i^ n u : ^ y -^1^ : 1^^ : 1 0 0 : i o : 
1 : 1) ; 

NMR (d6-DMS0) : S 10.31(1H. brs). 8.69(1H, brs), 8.29(1H, brs), 7.83(2H, d, 
J=8.7Hz), 7.51(2H, d, J=8.4Hz). 7.16(2H, t, J=8.0Hz). 7.03(2H, d. J=8.7Hz). 
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6.97(1H, t, J=7.5H2), 5.05(2H, s), 4.54(2H. s), 3.98-4. 13(1H, m), 3.42-3.52(2H, m), 
3.21(3H, s), 1.62-2.02(4H, m)o 

4 9 (28) 

N-ii -^>'v^^^^v;< (S) - [N- [4- (3 




TLC : R f 0.47 (^'^^^^;^A : ^ 9 J-)\^=^ : 1) ; 

NMR (d6-DMS0) : 5 10.34(1H, s). 8.67(1H. s), 8.35(1H, d, J=8.0Hz). 7.85(2H, 
d, J=8.4Hz), 7.52(2H, d, J=8.4Hz). 7.37-7 .25(7H, m), 7.07-6.94(3H, m). 5.06(2H, s). 
4.70(2H. s), 4.51(2H. s). 4.01-3.98(1H, m). 3.56(2H, d, J=6.0Hz). 2.09-1.58(4H, m)o 

•fM^^^ (2 9) 

N-li h^v^ h^v-4 (S) - [N- (4-7x7^ 
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OCH3 



TLC : R f 0.36 (^nnjjx;!/^ : g^g? : 7K= 10 0:10: 

1:1) : 

NMR (de-DMSO) : 8 10.33(1H, s), 8.66(1H, s). 8.16(1H, d, J=8.4Hz), 7.87 (2H, 
d, J=8.8Hz). 7.46-7.38(2H, m), 7.22-7. 15(2H, m), 7.07-6.99(3H, m). 4.54(2H, s). 
4.19-3.94(1H, m), 3.49.3.45(2H, m), 3.22( 3H. s), 2.07-1.57(4H, m)o 

^mmA 9 (?, 0) 

N-t: h^v^ h^v-4 (S) - [N- [4- (4-^ 



T L C : R f 0.28 (^^ uu-^ii'A : ^ J — }V= 9:1) ; 

NMR (d6-DMS0) : 8 10.37 (IH, s), 8.31 (IH, d, J=8.2Hz). 7.97 (2H, d, 
J=8.6Hz), 7.81-7.75 (4a m), 7.55 (2H, d. J=8.6Hz), 4.58 (2H, s), 4.19-4.03 (IH. m), 
3.56-3.49 (2H, m). 3.25 (3H, s), 2.09-1 .77 (4H, m)o 




OCH3 
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mimmA 9 (31) 

N-li Kn^v-5-;< h^v> (S) - [N- [4- [2- (4 



TLC : Rf 0.37 (^nn7}^;i/A : ^ ^ y : g^^ : 7K= 1 0 0 : 10 : 
1 : 1) ; 

NMR (dg-DMSO) :S 10.35(1H, brs.). 8.67(1H, brs.). 8.33(1H. d, J=8.6H2), 
10 7.m2H, d, J=8.4Hz), 7.62(2H, d, J=8.4Hz), 7.47(2H, d, J=8.2Hz), 7.25(2H, d. 
J=8.2Hz), 4.56(2H, s). 4.19-3.98(1H, m). 3.56-3.42(2H, m), 3.23 (3H, s), 2.34(3H, 
s), 2.09-1.58(4H, m)o 

mmm 4 9 (3 2 ) 

15 N-t: Kn^v-S-^ h^v^ h^v-4 (S) - [N- [4- [2E- 
^ K 




.OCH3 
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.OCH3 



HO 



01 



TLC : R f 0.38 (^nn4^;l/A : ;^^y'-)U=9 : 1) ; 

NMR (dg-DMSO) : S 10.35(1H, brs.), 8.67(1H, brs.), 8.23(1H, d, J=8.6Hz). 
7.87(2H, d, J=8.2Hz), 7.68(2H, d. J=8.4Hz), 7.66(2H, d, J=8.4Hz), 7.41(2H, d, 
J=8.2Hz), 7.40(1H, d. J=17.8Hz). 7.31(1H, d. J=17.8Hz), 4.56(2H, s), 4.19-3.98(1H, 
m). 3.58-3.41(2H, m), 3.23 (3H, s), 2.11-1.56(4H, m)o 

mmn^^ (3 3) 

N-ii h^vp< (S) - [N- [4- (1 < 



T L C : R f 0.46 nn7^;i/A : ^ ^ y -;i/= 9:1) : 
NMR (dg-DMSO) I S 10.34(1H, s). 8.67(1H, s). 8.27(1H, d, J=8.4Hz), 7.82(2H, 
d, J=8.2Hz), 7.45(2H. d, J=8.2Hz). 4.55(2H, s). 4.18-3.97(1H. m), 3.57-3.41(2H, m), 
3.22(3H, s), 2.49-2.40(2H. m), 2.04-1.22(10H, m), 0.88(3H, t, J=6.8Hz)o 




.OCH3 
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N-k: Kn^v-5-^h*v^ (S) - [N- (4-7^^/^ 



TLC : R f 0.34 (^nn.i^;i/i. : ;»« ^y-;u= 9:1) ; 

•NMR (dg-DMSO) : 5 10.36 (s. IH). 8.68 (s, IH), 8.17 (d. J= 8.4Hz, IH), 7.89 
(d, J= 8.9Hz, 2H), 7.43 (dd, J= 8.5, 7.5Hz, 2H), 7.20 (t, J= 7.5Hz, IH), 7.07 (dd, J= 
1.1. 8.5Hz, 2H), 7.03 (d. J= 8.9Hz, 2H), 4.61 (s, 2H), 4.15-4.00 (m, IH), 3.60-3.40 
(in, 4H), 2.10-1.95 (m, 2H), 1.95-1.80(m, IH), 1.80-1.60 (m, IH). 1.11 (t, J= 7.1Hz, 
3H)o 

^pm 4 Q ( .-^ 5 ) 

N-tiKni^v-5-J^b^v> (S) - [N- (4->^^V'7 




.OCH2CH3 




,OCH2CH3 



TLC : R f 0.30 (^'Dn*;i/A : ;>( ^y-;i/=9 : 1) ; 

NMR (d6-DMSO) : S 10.32 (s, IH), 8.65 (s, IH). 8.10 (d, J= 8.4Hz, IH), 7. 
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(d. J= 8.3Hz, 2H), 7.22 (d, J=8.3Hz, 2H), 4.57 (s, 2H), 4. 10-3.98 (m. IH), 3.52-3.40 
(m, 4H). 2.32 (s, 3H), 2.01-1.94 (m, 2H). 1.91-1.78 (m, IH). 1.73-1.61 (m, IH). 
1.05 (t, J=7.1Hz, 3H)o 

5 ^*fe^l4 9 (3 6) 

Ko^'>-5-;^ h^v> h^'>-4 (R) - [N- [4- (3-^ 



4,(S) -*;i'**^->-4-T5yy^>^^^^l'i^r;K^{t^'9t3, 4 

15 it^m^ntzo 

TLC : R f 0.25 (^no.-^;i//s : ^ ^'y--'!- : B^^: 7K= 100:10: 
1:1) ; 

NMR (CD3OD) : S 8.32 (IH. d. J=8.8Hz), 7.82 (2H, d. J=8.8Hz), 7.52 (2H, d. 
J=8.8Hz), 4.62 (2H, s), 4.34 (2H, s), 4. 16-4.31 (IH, m). 3.62 (2H, d, J=5.6Hz). 3.43 
20 (3H, s), 3.33 (3H, s), 2.20 (2H, t, J=7.0Hz), 1.17-2.1 1 (2H, m)o 

mmm s 9 -*mmm 4 1 -nmm 4 3 i^it-< > i^)^^i^t> y)\zB^it^^ ;w 




.0CH3 
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^jjfe^ll 4 9 (37) 

N-ii (S) -^f-^^-S-pf b^v^ b^'>-4 (S) - [N 

- [4- [2- (4 --f ^ ^^VV -'l'7x^;l/) if-^-'V] 7 ji-;W'*-'^**->'^] 




TLC : R f 0.33 (^'uoj^^i/A : p< :J'y-;i/= i o : i ) ; 

NMR (d6-DMSO) : S 10.40 (IH, brs), 8.68 (IH, brs), 8.36 (IH, s), 8.24 (IH, 
d, J=9.0Hz). 7.91 (2H, d, J=8.4Hz). 7.84 (IH, brs), 7.77 (2H, d. J=9.0Hz), 7.72 (2H, 
d, J=9.0Hz), 7.66 (2H, d, J=8.4Hz), 7.13 (IH. brs), 4.56 (2H, s), 4.22-4.11 (IH, m), 
3.54-3.44 (2H, m), 3.23 (3H, s), 2.25-2.14 (IH, m), 1.76-1.61 (2H ,m), 1.03 (3H, d, 
J=6.6Hz)o 

mmm 4 9 (3 8) 

N-H (S) -^f-;w-5-^ h^'>^ h^v-4 (S) - [N 

_ [4- (4-7x:^;w-l. 2. 5. 6-r hyiiKaifVv^^-l-'f^i') 
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TLC : R f 0.32 (i>'nn*;wA : ^^y-;u=9 : 1) ; 

NMR (d6-DMSO) : d 10.39 (IH, brs), 8.67 (IH, brs), 7.90-7.70 (3H, m), 7.49 
5 (2H, d, J=7.5Hz), 7.37 (2H, t, J=7.5Hz), 7.27 (IH, t, J=7.5Hz), 6.99 (2H, d, 
J=9.0Hz), 6.35-6.25 (IH, brs), 4.56 (2H, s). 4.25-4.05 (IH, m), 4.00-3.90 (2H, m), 
3.59 (2H, t, J=5.4Hz), 3.55-3.40 (2H, m), 3.24 (3H, s), 2.70-2.55 (2H, m). 2.30-2. 10 
(IH. m), 1.80-1.60 (2H, m), 1.03 (3H, d, J=6.9Hz)o 




PCT/JP98/04529 



10 jgjjfe^J 4 9 (3 9) 

N-li Kni\rv-2 (S) 5 - p< h ^ vp< h ^ v- 4 (S) - [N 

^OCHa 




TLC : Rf 0.49 i^uut^)\yj^ : pi^'y-;i/:g^i?:7K=i 00:10: 
1:1); 

NMR (d6-DMS0) :S 10.38(1H, d. J=1.5Hz), 8.66(1H. d, J=1.5Hz), 8.05(1H, 
d, J=8.4Hz), 7.88(2H, d, J=8.7Hz), 7.45-7.40(2H, m), 7.22-7. 17(1H, m), 7.08- 
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7.01(4H, m), 4.55(2H, s), 4.21-4.08(1H, m), 3.52-3.44(2H, m), 3.22(3H, s), 2.25- 
2.09(1H, m), 1.67(2H, t, J=7.2Hz), 1.01(3H, d, J=6.6Hz)o 

m:mmA9 (ao) 

5 N-t yxn^i/-2 (S) -^^^V-S-^ b^vpt h4rv-4 (S) - [N 
- [4- [2- (4 -^^ nn7 X — a:f — -'W] 7 x — -'W* ^W**— >'l'] 



TLC : R f 0.41 {iruu^.)\^A : ^ : : 7K= 100:10: 

1:1); 

NMR (d6-DMS0) : S 10.39(1H, s), 8.67(1H, s), 8.10(1H, d, J=8.6Hz), 7.86(2H, 
d, J=8.4Hz), 7.70-7.63(4H. m), 7.45(2H, d, J=8.6Hz), 7.40(1H, d, J=16.6Hz), 
15 7.31(1H, d, J=16.6Hz), 4.56(2H, s), 4.25-4.08 (IH, m), 3.57-3.41(2H, m), 3.23(3H, 
s), 2.25-2. 15(1H, m), 1.68(2H, t. J=6.6Hz), 1.02(3H, d, J=7.0Hz)o 

mmmA9 (a d 

N-tlKDi\rv-2 (S) -^f-;W-5-^ h^rvpj b^v-4 (S) - [N 
20 - [4- (4 - 7'n kf;U7i--'l') y jl ~ )i' ij Jl^ )^] T^V] ^ > T 




OCHs 
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TLC : R f 0.31 (^on*;l/A : p{ :Jry-;i/= i 0 : 1) ; 

NMR (dg-DMSO) : 8 10.39 (IH, brs), 8.67 (IH, brs), 8.14 (IH, d, J=8.7Hz), 
5 7.93 (2H, d, J=8.4Hz), 7.73 (2H, d, J=8.4Hz), 7.63 (2H, d. J=8. IHz). 7.30 (2H, d, 
J=8.1Hz), 4.56 (2H ,s), 4.24-4.12 (IH, m), 3.55-3.44 (2H, m), 3.23 (3H, s), 2.59 (2H, 
t, J=7.2Hz), 2.26-2.35 (IH, m). 1.73-1.65 (2H, m), 1.61 (2H, m), 1.03 (3H, d, 
J=6.9Hz), 0.91 (3H, t, J=7.2Hz)o 

10 ^fffc4gll4Q (4 2) 

N-ii Kn:J^v-2 (S) -^-J^JV-S-pt h^v^ hdrv-4 (S) - [N 
- [4- (^> 2--f;W ^> 



.OCH3 




TLC : R f 0.33 (^'nn>j^;uA : p( y -;i'= 1 0 : 1 ) ; 

NMR (d6-DMS0) :5 10.40 (IH, brs). 8.68 (IH, brs), 8.19 (IH, d, J=9.0Hz), 
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8.01-7.94 (4H, m), 7.88-7.85 (3H, m), 7.44-7.35 (2H, m), 4.57 (2H, s), 4.24-4.12 
(IH, m), 3.55-3.45 (2H, m), 3.24 (3H, s), 2.26-2.15 (IH, m), 1.77-1.62 (2H, m), 
1.04 (3H, d, J=6.6Hz)o 

5 gg^^U 9 (4 3) 

N-t: (S) -^^;l'-5 h^v^h^v-4(S)-[N 

_ [4_ (3 hi^^v-7iy ^v) ■7jc-;1/:^;W*'^;1'3 7^y] ^>^> 



TLC : R f 0.38 (:5'Dn^;l/A : g^®J : 7K= 1 0 0 : 1 0 : 

1 : 1) : 

NMR (d6-DMS0) I S 10.36 (s, IH). 8.67 (s, IH), 7.87 (d, J= 8.8Hz, 2H), 7.32 
15 (m, IH). 7.05 (d. J=8.8Hz, 2H), 6.77 (m, IH). 6.63 (m, IH), 6.60 (m, IH), 4.55 (s, 
2H), 4.15 (m, IH). 3.74 (s, 3H), 3.22 (s. 3H), 2.18 (m, IH), 1.66 (m, 2H), 1.02 (d. 
J=6.6Hz, 3H)o 

^^^1 4 Q (44) 

20 N-li (S) -^f-;U-5-^ h h ^ v- 4 ( S) - [N 

_ [4- (4-^ b^i^v^a^y ^v) 7 3L-;W T^^l ^ > 

T5 K 




.OCH3 



0CH3 
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.OCH3 



OCHa 



TLC : R f 0.45 (^^no;^;vA : ^ ^y-;i'=9 : 1) ; 

NMR (d6-DMS0) I d 10.50-10.20 (br, IH), 8.80-8.50 (br, IH), 8.01 (d, J=8.4Hz, 
5 IH), 7.85 (d, J=8.7Hz, 2H). 7.05 (d, J=9.2Hz, 2H), 6.99 (d, J=9.2Hz, 2H), 6.94 (d, 
J=8.7Hz, 2H), 4.56 (s, 2H), 4.25-4.05 (m, IH), 3.77 (s, 3H), 3.55-3.40 (m, 2H), 3.23 
(s, 3H), 2.30-2.10 (m, IH), 1.80-1.60 (m, 2H). 1.02 (d, J=6.9Hz, 3H)o 

Mmm 49 (4 5) 

[0 N-li (S) -^■5^;l'-5-^ b ^ f 4r v- 4 (S) - [N 



15 T LC : R f 0.36 (iJ' nn.-^;UA : p« ^ y -)V= 9:1) ; 

NMR (dg-DMSO) : S 10.38 (IH, s), 8.66 (IH, s), 8.31 (IH, d, J=8.1Hz), 7.98 
(2H. d, J=8.7Hz), 7.79-7.65 (5H, m), 7.55 (2H, t, J=7.5Hz), 4.55 (2H, s), 4.24-4.12 
(IH , m), 3.52-3.42 (2H, m), 3.21 (3H, s), 2.25-2.13 (IH, m), 1.71-1.63 (2H, m), 
1.01 (3H, d, J=6.9Hz)o 



r 



.0CH3 




,0 



20 
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mmm 4 9 (4 6) 

N-li (S) -^f-;i'-5 h^^y^ (S) - [N 

- [4- (i-y ^u>-2-^ )\^) 7x-;p*;u5K-;i/] T$y] ^^^VT 
5 K 



TLC : R f 0.31 (^'nn.i^;!/^ : : 7lc= 10 0:10: 

1:1); 

NMR (d6-DMSO) : d 10.41 (br, IH), 8.68 (br, IH). 8.30 (s, IH), 8.05-7.9 (m, 
8H), 7.6-7.5 (m, 2H), 4.58 (s, 2H), 4.20 (m, IH), 3.51 (m, 2H), 3.24 (s, 3H), 2.01 (m, 
IH), 1.72 (m, 2H), 1.04 (d, J=6.6Hz, 3H)o 

mmm4 9 (4 7) 

(S) -^^)U-5-^ h^'y-'i (S) - [N 

- [4- [ (4 h^vlf 7a.-;i'-4' t^i/] 7i--'l/*;l'** 




.OCH3 



HO 



,0CH3 




O 



.OCH3 



HO 



O 
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TLC : R f 0.34 (^on4^;UA : ;^ ^ y-)U=9 : 1) ; 

NMR (dg-DMSO) : S 10.60-10.35 (br, IH), 8.80-8.60 (br, IH), 8.11(d, J = 
8.4Hz, IH), 7.94 (d, J = 8.4Hz, 2H), 7.66 (d, J » 8.8Hz, 2H), 7.59 (d, J = 8.8Hz, 2H), 
5 7.20-6.95 (m, 6H), 4.57 (s, 2H), 4.30-4. 10 (m, IH), 3.81 (s, 3H), 3.60-3.40 (m, 2H), 
3.25 (s, 3H), 2.40-2.10 (m, IH), 1.90-1.60 (m, 2H), 1.04 (d, J = 6.6Hz, 3H)o 

N-t: Kn:^v-2 (S) -^f-;i'-5-^ h^v> (S) - [N 

10 - [4- (4 - h4rv7i-;i') 7 T$y] ^yi^yr 



15 TLC : R f 0.41 (i^nn>^;i.A : ^ ^^^-71/= 1 0 : 1) ; 

NMR (dg-DMSO) : S 10.39 (IH, brs), 8.67 (IH, brs), 8.11 (IH. d. J=8.7Hz), 

7.91 (2H, d, J=8.1Hz), 7.70 (2H, d, J=8.1Hz), 7.66 (2H, d, J=8.7Hz), 7.02 (2H, d, 
J=8.7Hz), 4.56 (2H, s), 4.24-4.12 (IH, m), 4.07 (2H, q, J=6.9Hz), 3.54-3.44 (2H. m). 
3.23 (3H, s), 2.26-2.34 (IH, m), 1.73-1.65 (2H, m), 1.34 (3H, t, J=6.9Hz), 1.03 (3H, 
20 d, J=6.9Hz)o 

mUftMAQ (4 9) 

(S) -^f-;U-5-p<h^->^h^v-4 (S) - [N 
292 
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TLC : R f 0.43 (^'on5f:;i/A : ^ ^y-;i/= 1 0 : l) ; 

NM R (d6-DMS0) : S 10.40 (IH, brs). 8.67 (IH, brs), 8. 14 (IH. d, J=8.6Hz), 
7.94 (2H, d, J=8.4Hz), 7.75 (2H, d, J=8.8Hz), 7.74 (2H, d, J=8.4Hz), 7.46-7.38 (2H, 
m), 7.21-7.05 (3H. m). 7.10 (2H, d, J=8.8Hz), 4.57 (2H, s), 4.27-4. 10 (IH, m). 3.58- 
3.42 (2H, m), 3.23 (3H, s), 2.29-2.12 (IH, m), 1.73-1.66 (2H. m), 1.03 (3H. d. 
J=6.6Hz)o 

4 9 (5 0) 

N-t (S) -pff-^l--5-> h^v> (S) - [N 

>t 5 K 
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TLC : R f 0.40 i^uuTi^ji^A : ^^y-;i/=i 0 : i) ; 

NMR (d6-DMS0) : S 10.40 (IH, brs), 8.67 (IH, brs), 8. 18 (IH, d, J=8.7Hz), 
7.96 (2H, d, J=8.4Hz), 7.76 (2H, d, J=8.4H2), 7.70 (IH, s), 7.69 (IH, d, J=7.8Hz), 
5 7.52 (IH. t, J=7.8Hz), 7.39 (IH, d, J=7.8Hz), 4.57 (2H, s), 4.24-4.13 (IH, m), 4.11 
(2H, s). 3.52 (IH, dd, J=5.3, 9.9Hz), 3.47 (IH, dd, J=6.0, 9.9Hz), 3.23 (3H, s), 
2.27-2.34 (IH, m), 1.77-1.62 (2H, m), 1.03 (3H, d. J=6.6Hz)o 

4 9 (5 1 ) 

jQ N-li Kn^v - 2 (S) 5 h^v^ (S) - [N 
- [4- (if-7 i-;i/-4 --r 7i-;i'*;u*'^;i'] T$y] ^y^^yj 
^ K 



.0CH3 




15 

TLC : R f 0.26 (^nn.-h;i/A : p< : StiJ : 7K= 100:10: 

1:1) ; 

NMR (d6-DMS0) : d 10.40 (br, IH), 8.67 (br, IH), 8.18 (d, J = 8.8Hz, IH), 
7.96 (d, J = 8.5Hz, 2H), 7.85-7.75 (m. 6H), 7.73 (m, 2H), 7.49 (m, 2H), 7.39 (m, 
20 IH), 4.57 (s, 2H), 4. 19 (m, IH), 3.50 (m, 2H). 3.24 (s, 3H), 2.21 (m, IH), 1.70 (m, 
2H), 1.03 (d, J = 6.6Hz, 3H)o 
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^WMAC) (5 2) 

N-li (S) -^-^JU-S-^ h^v^ (S) - [N 

_ j;4_ (3_t KDi|rv7iy^'» 7 71/* T^>'] 
>7 5 K 



TLC : R f 0.17 (^'^D7^:;^i^ : p« ^/-^w : 1^^: 7lc= i 0 0 : 1 0 : 



10 NMR (d6-DMSO) : S 10.32 (br, IH), 8.67 (br, IH). 8.04 (d, J =8.8Hz, IH), 
7.87 (d, J = 8.8Hz, 2H), 7.18 (t, J = 8.2Hz, IH), 7.02 (d, J = 8.8Hz, 2H), 6.58 (m, 
IH), 6.45 (m, IH), 6.40 (m. IH), 4.55 (s, 2H), 4.15 (m, IH), 3.47 (m, 2H), 3.22 (s. 
3H), 2.07 (m, IH), 1.66 (m, 2H), 1.01 (d, J=6.9Hz, 3H)o 

15 ^tf;^l4Q f.'S.^) 

N-li Fo^'>-2 (S) 5-^ h:^r'>p' (S) - [N 

- [4- [2- (4 -ptf-Ji'V jc-;v) .'i'**-''^] 
y ] ^ > ^' y 7 ^ K 



5 




.OCH3 



1 : 1) 
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.0CH3 



HO' 




TLC : R f 0.23 i^vu^)\^A : pi ^'y-;i/= 19:1) ; 

NMR (d6-DMSO) : S 10.40 (IH, s), 8.21 (IH, d, J=8.4Hz), 7.90 (2H, d, 
5 J=8.4Hz). 7.61 (2H, d, J=8.4Hz), 7.47 (2H, d, J=8.0Hz), 7.25 (2H, d, J=8.0Hz), 
4.57 (2H, s), 4.30- 4. 10 (IH, m), 3.60-3.40 (2H, m), 3.24 (3H, s), 2.35 (3H, s), 2.28- 
2.10 (IH, m), 1.78-1.60 (2H, m), 1.04 (3H, d, J=7.0Hz)o 

^^^1 4 9 (5 4) 

0 N^t; Koi|rv-2 (S) -^■^-'W-S-^ h^v^ (S) - [N 

- [4- (4-li Kni|rv-7jLy^v) y jl )\^ ij )V - T^^] 



15 

TLC : R f 0.23 (^nn^jl'i. : > :J'y-;i'=9 : 1) ; 

NMR (d6-DMSO) : S 10.38 (s. IH), 9.41 (s, IH). 8.67 (s, IH), 7.98 (d, J = 
8.7Hz, IH), 7.84 (d, J = 8.9Hz, 2H), 6.95-6.85 (m, 4H), 6.81 (d, J = 8.9Hz, 2H), 
4.56 (s, 2H), 4.25-4.10 (m, IH), 3.55-3.40 (m, 2H), 3.24 (s, 3H). 2.25-2. 10 (m, IH), 



r 
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1.70-1.60 (m, 2H), 1.03 (d, J = 6.9Hz, 3H)o 

mmM^ 9 (5 5) 

N-li (S) -^^;i/-5 - ^ h^v^ (S) - [N 

- [4- (4-^'nn7x-;l/) 7xc:.;l'*;l'.-K— T^y] '^>:5':/T^ 
K 



TLC : R f 0.39 (^'on*;UA : ^ ^'y-;i/= l 0 : 1) ; 

NMR (d6-DMSO) : S 10.40 (IH, d, J=1.8Hz), 8.67 (IH, d, J=1.8Hz), 8.18 (IH, 
d, J=8.4Hz), 7.95 (2H, d, J=8.4Hz), 7.76 (2H, d. J=8.4Hz), 7.76 (2H, d, J=8.7Hz), 
7.54 (2H, d, J=8.7Hz), 4.56 (2H, s). 4.24-4.12 (IH, m), 3.55-3.44 (2H, m), 3.23 (3H, 
s), 2.26-2.14 (IH, m), 1.77-1.62 (2H, m), 1.03 (3H, d, J=6.9Hz)o 

jgffeg«4 9 (5 6) 

N-H Kni|rv-2 (S) -p«-?-;W-5 - ^ h^vp{h^v-4(S)-[N 
- [ [5- (4 h^v7x-;u) ^^l^'-K^^H T^y] 




.OCH3 



CI 
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HO' 



OCH3 




OCH3 



T L C : R f 0.29 (^^ nn;^:;l/A \ :^ 9 J -;V= 9:1) \ 
NMR (d6-DMSO) : 8 10.41 (s, IH), 8.69 (s, IH), 8.14 (d, J=8.7Hz, IH), 7.75 
5 (d. J=3.9Hz, IH), 7.63 (d, J=8.7Hz, 2H), 7.39 (d. J=3.9Hz. IH). 7.00 (d. J=8.7Hz. 
2H), 4.57 (s. 2H), 4.20-4.00 (m, IH), 3.80 (s, 3H), 3.55-3.45 (m, 2H), 3.25 (s, 3H), 
2.30-2.15 (m, IH), 1.68 (t, J=7.2Hz, 2H), 1.04 (d. J=6.9Hz, 3H)o 

(5 7) 

10 N-t (S) -^^;V-5-p^ b^v^ h^v'-4 (S) - [N 

- [4- [ (e7a:-;i/-3-^;v) 7x^;i/*;w**^-'H r^^] 



^OCHs 




15 

TLC : R f 0.42 {^uu7t^)\^A :^^y-;n§^m= 1 0 0 : 1 0 : 1) ; 

NMR (d6-DMSO) : 8 10.38(1H, s), 8.66(1H. s). 8.06(1H. d, J=8.4Hz), 7.90(2H. 
d. J=8.4Hz), 7.68-7.63(2H, m). 7.52-7.33(6H, m). 7.12-7.00(3H. m). 4.55(2H, s), 
4.24-4.05(lH, m), 3.54-3.40(2H, m), 3.32(3H, s), 2.15-2.25(1H, m). 1.67(2H, t, 
20 J=7.0Hz), 1.01(3H, d, J=7.0Hz)o 

298 
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|,'ni^S/- 2 (S) -^f-;U-5-^ b^i/pt (S) - [N 

5 

^oCHa 




TLC : R f 0.49 {^uu:>i^)VA : ^^y-;w=9 : i) ; 

NMR (d6-DMSO) : S 10.38 (IH, s), 8.66 (IH, s), 8.13 (IH, d, J=8.8Hz), 7.82 
10 (2H, d, J=8.4Hz), 7.44 (2H, d, J=8.4Hz), 4.56 (2H, s), 4.28-4.06 (IH, m), 3.60-3.40 
(2H, m), 3.23 (3H, s), 2.43 (2H, t, J«6.8Hz), 2.27-2. 10 (IH, m), 1.74-1.46 (4H, m). 
1.45-1.20 (4H, m), 1.03 (3H, t, J=6.6Hz), 0.90 (3H, t, J=7.0Hz)o 

^^ 1^ 4 9 (5 9) 

15 N-ti Ka:^v-2 (S) -^^)l-5-^ b v > h - 4 ( S ) - [N 
_ |-4_ (3 _7 dfv- 1 -yn y T^y] 
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OCHa 




O 



HO 



TLC : R f 0.49 (^'nn*;UA : ;??^y-;i'=9 : 1) ; 

NMR (d6-DMS0) : S 10.38 (IH, s), 8.66 (IH, s), 8.20 (IH, d. J=8.7Hz). 7.85 
(2H, d, J=8.4Hz), 7.52 (2H, d. J=8.4Hz), 7.37- 7.29 (2H, m), 7.08-6.96 (3H, m), 
5.06 (2H, s), 4.55 (2H, s), 4.22-4. 10 (IH. m). 3.55-3.40 (2H, m), 3.22 (3H, s), 2.24- 
2.12 (IH, m), 1.67-1.58 (2H, m), 1.02 (3H, d, J=6.9H2)o 

^mm 4 9 (6 0) 

(S) -^^;U-5-^ h^v> (S) - [N 

K 



TLC : R f 0.34 {i^uut-)\^J^ : ^ 9 y—}^= 10:1) ; 

NMR (d6-DMS0) : S 10.40 (IH. d, J=1.5Hz), 8.67 (IH, d. J=1.5Hz), 8.22 (IH, 
d, J=8.7Hz). 7.98 (2H, d. ]=8.4Hz), 7.95 (4H, s), 7.85 (2H. d, J=8.4Hz). 4.56 (2H, 




OCHs 



HO 



CN 
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s), 4.24-4.32 (IH, m), 3.55-3.45 (2H, m). 3.23 (3H. s), 2.26-2.15 (IH, m), 1.77-1.62 
(2H. m), 1.03 (3H, d, J=6.9Hz)o 

4 9 (6 1) 

N-liKni|rv-2 (S) -p<^;i/-5-^h + v>h + v-4 (S) - [N 
- [4- (3 -vTy 7i-;i/) 7i-;w*;u?K-;i'] r^y] ^>'^>7^ 
K 



TLC : R f 0.35 (^^nn^fcji/A : ^ ^/-;i/= 1 0 : 1) ; 

NMR (d6-DMS0) : S 10.40 (IH, d, J=1.5Hz), 8.67 (IH, d, J=1.5Hz), 8.24 (IH, 
t, J=1.5Hz), 8.21 (IH, d, J=8.7Hz), 8.10-8.07 (IH, m), 7.97 (2H, d, J=8.4Hz), 7.88- 
7.84 (IH, m), 7.85 (2H, d, J=8.4Hz), 7.69 (IH, t, J=7.8Hz), 4.57 (2H, s), 4.24-4.13 
15 (IH. m), 3.55-3.45 (2H, m), 3.23 (3H. s), 2.26-2.15 (IH, m), 1.77-1.62 (2H, m). 
1.03 (3H, d, J=6.9Hz)o 

mi^mA9 (6 2) 

N_tKni(rv-2 (S) -^f-;U-5-^h^v^b^v-4 (S) -[N 




OCH3 
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TLC : R f 0.43 (irvu7i^)lA : ^ ^y-;u=9 11); 
NMR (d6-DMS0) ! S 10.34 (IH, s), 8.64 (IH, s). 7.98 (IH, d, J=8.4Hz), 7.74 
5 (2H, d, J=8. IHz), 7.30-7. 12 (7H, tn), 4.52 (2H , s), 4. 16-4.07 (IH, m), 3.96 (2H, s), 
3.50-3.38 (2H, m), 3.19 (3H , s), 2.19-2.09 (IH, m), 1.64 (2H, t, J=7.4Hz), 0.98 (3H, 
d, J=6.6Hz)o 

mmm 4 9 (6 3) 

10 N-H (S) -^^)l^-5-^ h h ^v- 4 (S) - [N 

- [4- [2E- (tf'J y>- 4 7 x^;W * ;l/**->'l'] 7 



TLC : R f 0.18 (^nn.-h;i/A : ^ y - : B^i?= 1 0 0 : 1 0 : 1) ; 

NMR (d6-DMSO) : S 10.42(1H, s), 8.67(1H, d, J=1.5Hz), 8.56(2H, d, J=6.0Hz), 
8.16(1H, d, J=8.4Hz), 7.89(2H, d, J=8.4Hz), 7.73(2H, d, J=8.4Hz), 7.59(1H, d, 
J=16.5Hz), 7.57(2H, d, J=6.0Hz). 7.36(1H, d, J=16.5Hz), 4.56(2H, s), 4.23-4.08(lH, 
20 m), 3.54-3.44(2H, m). 3.22(3H, s), 2.28-2. 15(IH, m), 1.72-1.66(2H, m), 1.02(3H, d, 

302 




.OCH3 
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J=6.6Hz)o 



(S) -p^^^W-S-^ (S) - [N 




10 TLC : R f 0.28 (i5'nD;h;wA : p< ^/-^^= 1 0 : 1) ; 

NMR (d6-DMSO) : d 10.41 (IH, brs), 8.68 (IH, brs), 8.35 (IH, d, J=8.8Hz). 
8.28 (2a d, J=8.4Hz). 8.07 (2H, d. J=8.4Hz), 7.86-7.80 (2H, m). 7.51-7.38 (2H, m), 
4.57 (2H, s). 4.28-4. 11 (IH, m), 3.59-3.42 (2H, m), 3.24 (3H, s). 2.30-2. 13 (IH, m), 
1.81-1.59 (2H, m), 1.04 (3H, d, J=6.6Hz)o 

15 

^^mA<i (6 5) 

}fu^iy-2 (S) -^f-;W-5-> h^v^ (S) - [N 

< K 

20 
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OCH3 



HO 



TLC : R f 0.35 (^'nn;J>;i/A : p< 9 J-i\/= 1 0 : 1) ; 

NMR (d6-DMSO) : 8 10.39 (brs, IH). 8.67 (brs, IH), 8.16 (d, J = 8.4Hz. IH), 
5 7.93 (d, J = 8. 12Hz, 2H), 7.75 (d. J = 8. IHz, 2H), 7.38 (t. J = 8. IHz, IH), 7.26 (br.d, 
J = 8. IHz, IH), 7.22 (brs. IH), 6.96 (dd. J = 8. 1, 2. IHz, IH), 4.57 (s, 2H). 4.24-4. 13 
(m,- IH), 4.10 (q, J = 7.2Hz, 2H). 3.55-3.45 (m, 2H), 3.23 (s. 3H), 2.26-2.14 (m, IH), 
1.77-1.62 (m, 2H), 1.35 (t, J = 7.2Hz, 3H), 1.03 (d, J = 6.6Hz, 3H)o 

10 ^life^l 4 9 (66) 

N-t (S) ->f-;W-5-p{ b^v^ (S) - [N 

_ (•4_ (4_^^;w7ji-;1'*;w**-^1'T5 ^x^^w* ^^'^'-''^] 75 



r 



OCHa 




T L C : R f 0.22 (:^ nn:^;UA : > ^ 7 -;W= 911) *. 
NMR (d6-DMS0) : 8 10.38 (brs, IH), 8.05 (d, J=8.4Hz, IH), 7.96-7.84 (m, 6H), 
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7.34 (d, J=8.1Hz, 2H), 4.57 (s. 2H), 4.25-4.10 (m. IH), 3.60-3.40 (m, 2H), 3.25 (s, 
3H), 2.40 (s, 3H), 2.30-2.15 (m. IH), 1.85-1.60 (m, 2H), 1.04 (d, J=6.9Hz, 3H)o 

^ti6ffll4 Q (fi 7) 

N_iiKD^v-2 (S) -^^;W-5-^h^v^H^'>-4 (S) -[N 
_ [ [5_ [2- (4 -^f-^^^ai-;^) -2-"}-^=-}^] 




T L C : R f 0.27 nn5^;i/A : 9 / — ;W= 9:1) \ 

NMR (d6-DMS0) : S 10.41 (s. IH), 8.69 (s. IH), 8.31 (d. J= 8.7Hz, IH), 7.77 

(d, J= 4. IHz, IH), 7.46 (d, J =7.8Hz, 2H), 7.39 (d, J=4. IHz, IH), 7.26 (d, J=7.8Hz. 

2H), 4.57 (s, 2H), 4.20-4.00 (m, IH), 3.60-3.40 (m, 2H), 3.24 (s, 3H), 2.35 (s, 2H), 
15 2.20 (m, IH). 1.68 (t, J=7.2Hz, 2H), 1.03 (d, J=6.9Hz, 3H)o 

f-^n/i Q (fi ft) -4 9 (9 2) 
%mmAA (4) --4 4 (6 ) , 4 4 (1 0) -^U^Ltzit^m. tfzii^ 

#^4-e|g3tL/dk'&t!<^ft^5»)tcffi^1-^^b^ti'S:fflv^-cmii^J3 7-*nm 
-^ife^j4 4'c^$^i-2,:^atisi^i::*i^^L-c#'bn./2'fk^ti^. mmmA 9 
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mmm4 9(68) 

N-HKnilrv-2 (S) -^^;u-5- ( 2 b ^->^ h ^ '>) 
v-4 (S) - [N- (4 -7 
:^T5 K 




TLC : R f 0.43 (^^ Dn,-f:;i/A : ;i ^ y ~ )V= 9 : 1) 
NMR (d6-DMSO) : S 10.35 (IH, s), 8.64 (IH, s), 8.01 (IH, d, J=8.7Hz), 7.85 
10 (2H, d, J=8.7Hz), 7.41 (2H, t, J=7.7Hz), 7.17 (IH, t, J=7.7Hz), 7.04 (2H, d, 
J=7.7Hz), 7.00 (2H, d, J=8.7Hz), 4.59 (2H, s), 4.18-4.06 (IH , m). 3.55-3.37 (6H, 
m), 3.19 (3H, s), 2.15 (IH, m), 1.68-1.60 (2H , m), 0.99 (3H, d, J=6.6Hz)o 

mmmA 9 (6 9 ) 

15 N-kKn:J|rv-2 (S) - ^ ^^W- 5 - t -T'f-^l'* 4 

(S) - [N- (4 -7 ^ v7x-;i'*;i/'i^'^;w) T5y] ^>^y7^ 



o 




20 
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TL C : R f 0.52 i^xjut^)]/A : > ^ y -)i^= 9:1); 

NMR (d6-DMSO) : S 10.38 (IH, s), 8.07 (IH, d, J=9.0Hz), 7.82 (2H, d, 
J=8.7Hz), 7.41 (2H, t, J=7.7Hz), 7.18 (IH, t, J=7.7Hz). 7.07-6.99 (4H, m), 4.30- 
4.18 (IH, m), 4.07-3.94 (2H, m), 2.20-2.1 1 (IH, m), 1.73-1.49 (2H. m), 1.06 (9H, s), 
0.99(3H, d, J=6.6Hz)o 

^HHmAQ (7 0) 

li-\f.]>'u^-y-2 (S) -;»t-^;i/-5 h^'>-4 (S) 
- [N- (4 --7^/ ^v7i:::^;i/*;i/**-7l/) T^^] ^>i^yT^ K 



TLC : R f 0.40 {^uuy\-.)UM, : ^ : 1^®?: 7K= 1 0 0 : i 0 : 

1 : 1) ; 

NMR (d6-DMSO) : 8 10.38 (s, IH), 8.64 (s, IH), 8.07 (d, J = 8.5Hz, IH), 7.88 
(d, J = 8.8Hz, 2H), 7.45-7.4 (m, 2H), 7.35-7.25 (m. 5H). 7.19 (t, J = 7.4Hz, IH), 
7.05 (d, J = 8.8Hz, 2H), 7.01 (d, J = 8.5Hz, 2H), 4.70 (s, 2H), 4.50 (s, 2H), 4. 18 (m. 
IH), 3.58 (d, J = 11.3HA IH), 3.53 (d, J = 11.3Hz, IH), 2.19 (m, IH), 1.30 (m, 2H), 
1.01 (d, J = 6.9Hz, 3H)o 

rnrnM^^ (7 1) 

N-ii Kni|rv-2 (S) ^W- 5 -J^ h (S) - [N 
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10 



15 



20 




T L c : R f 0.39 vu7i^)]/j>, : p< ^ J — )\/= 1 0 : 1 ) ; 

NMR (d6-DMS0) : 8 10.37 (brs, IH), 8.66 (brs, IH), 7.39 (d, J=8.4Hz, IH), 
4.56 (s, 2H), 3.89-3.77 (m. IH), 3.47 (q, J=7.2Hz, 2H), 3.38-3.28 (m, 2H), 2.14- 
1.92 (m, 2H), 1.74-1.59 (m, 4H). 1.56-1.46 (in, 2H), 1.40-1.21 (m. 3H), 1.10 (t, 
J=7.2Hz, 3H). 0.95 (d, J=6.9Hz, 3H), 0.93-0.78 (m, 2H), 0.84 (d, J=6.6Hz, 3H)o 

^tib«ll4 Q (7 2) 

N-li Ka:^v-2 (S) -pt^;i/-5-J^b^v^ (S) - [N 




CH3 



T L C : R f 0.29 {i/uui^T^U \ ^ 9 J —)\'— 9:1) *, 
NMR (d6-DMS0) : 8 10.35 (s, IH). 8.63 (brs, IH), 7.95 (d. J=8.8Hz, IH). 7.72 
(d, J=8.0Hz, 2H), 7.22 (d, J=8.0Hz. 2H). 4.58 (s, 2H), 4.18-4.04 (m, IH), 3.53-3.39 
(m, 4H), 2.32 (s, 3H), 2.15 (m, IH), 1.64 (t, J=7.4Hz, 2H). 1.06 (t, J=7.1Hz, 3H), 
0.99 (d, J=7.0Hz, 3H)o 
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mmmi9 (7 3) 

N-n H'ni^v'-2 (S) -pt^JW-S-ib^v^ (S) - [N 

- {4 - ■^umy )vt'-)v) T^y] ^yj^yr^ K 



TLC : R f 0.44 (^nnd^;UA : 9 : 1) ; 

NMR (d6-DMSO) : 8 10.36 (s, IH), 8.15 (d, J = 8.4Hz, IH), 7.83 (d. J = 8.8Hz, 
2H), 7.50 (d, J = 8.8Hz, 2H), 4.57 (s, 2H), 4.21-4.06 (m, IH), 3.53-3.38 (m, 4H), 
2.22-2.10 (m, IH), 1.64 (t, J = 7.0Hz, 2H), 1.06 (t, J = 6.9Hz, 3H). 0.99 (d, J = 
6.6Hz, 3H)o 

^mm 4 9 ( 7 4) 

N-E (S) -^f-;u-5-^b^v> (S) - [N 



TLC : R f 0.46 (i^nn.-^;i/A : p{^>'-;i/=9 : 1) ; 

NMR (d6-DMSO) : S 10.35 (s, IH), 8.63 (s, IH), 6.80 (d, J = 9.0Hz, IH), 




.OCH2CH3 



r 



.0CH2CH3 
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(s, 2H), 3.94-3.83 (m, IH), 3.43 (q, J = 7.2Hz, 2H), 3.36-3.24 (m, 2H), 2.14-2.02 (m, 
IH). 1.96-1.88 (m, 3H), 1.76-1.45 (m, 14H). 1.09 (t, J = 7.2Hz, 3H), 0.92 (d, J = 
6-6HZ, 3H)o 

5 ggiife#ll4 9 (7 5 ) 

N_ti (S) 5 h^v> (S) - [N 



TL C : R f 0.24 (^^ nn4^;i/i=. \ 9 J 9:1) ; 

NMR (d6-DMS0) I 8 10.34 (s, IH). 8.63 (s, IH), 7.96 (d, J = 8.4Hz. IH), 
7.80-7.79 (m, IH), 7.06 (d, J = 3.4Hz, IH), 6.58 (dd, J = 3.4Hz, 1.7Ha IH). 4.56 (s, 
2H), 4.15-4.02 (m, IH), 3.51-3.38 (m, 4H), 2.18-2.04 (m, IH), 1.61 (t, J=6.2Hz, 2H). 
15 1.06 (t, J = 7.1Hz. 3H), 0.97 (d, J= 6.8Hz, 3H)o 

4 9 (7 6) 

(S) -p{f-;i/-5-J-h^v> (S) - [N 




OCHaCHa 



10 



20 
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TLC : R £ 0.34 (^nn.isjUA : ^:J'y--il'=9 11); 
NMR (d6-DMS0) : S 10.37 (s. IH), 9.50 (s, IH). 8.62 (d, J = 1.5 Hz, IH), 8.23 
(d, J = 8.4Hz, IH), 8. 12 (d, J = 8.7Hz, IH), 7.97 (dd, J = 8.7Hz, 1.9Hz, IH), 4.59 (s, 
5 2H), 4.21-4.11 (m, IH), 3.5 3- 3.42 (m, 4H), 2.25-2. 14 (m, IH), 1.72-1.61 (m, 2H), 
1.06 (t, J = 7.2Hz, 3H), 1.00 (d, J = 6.6Hz, 3H)o 

mmm 4 9 ( ? ? ) 

N-li Kn4rv-2 (S) ->f-;l'-5-J^h4rVP« h+v-4 (S) - [N 

10 - (4 -7;i/:^D7i-;i/:)!;;i/'}^*-;i^) r^y] ^>^>75K 



TLC : R f 0.34 {iruu7i^)UA : p« ^y-;l/=9 : 1) ; 
15 NM R (d6-DMS0) : S 10.36 (s, IH), 8.09 (d, J = 8.7Hz, IH), 7.88 (dd, J =5.7Hz, 
9.0Hz, 2H), 7.26 (t, J = 9.0 Hz, 2H), 4.57 (s, 2H), 4.16-4.05 (m, IH), 3.50-3.41 (m, 
4H), 2.15 (m, IH), 1.68-1.61 (m, 2H), 1.06 (t, J =7.0Hz, 3H), 0.98 (d, J = 6.8Hz, 
3H)o 

20 ^jjfc^ 4 9 (7 8) 

N-H (S) f-iP- 5 -J^ h ^ vp» h^v-4 (S) - [N 
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.OCH2CH3 



TLC : R f 0.28 (i^nn*;i/A : ^ ^y-;i/=9 : 1) ; 

NMR (d6-DMS0) : S 10.35 (s, IH), 9.64 (s, IH), 8.07 (d, J = 8.7Hz, IH), 7.10 

5 (d, J = 3.6Hz, IH), 6.72 (d, J = 3.6Hz, IH), 4.56 (s, 2H), 4.11-4.00 (m, IH). 3.49- 
3.40 (m, 4H), 2.16-2.05 (m, IH), 1.67-1.53 (m, 2H), 1.06 (t, J =7.2Hz, 3H), 0.97 (d, 
J = 6.3Hz, 3H)o 

^M[gll4 9 (7 9) 

10 N-H (S) -^^;U-5 -J^h+v^ (S) - [N 



15 . TLC : R f 0.35 (^uuTt^jlA : ^ ^ y~-)U=9 : 1) ; 

NMR (dg-DMSO) I S 10.39 (brs, IH), 8.66 (brs, IH), 8.46 (brd, J = 8.8Hz, IH), 
8.30 (d, J = 8.8Hz, IH), 8.06 (d, J = 8.8Hz, 2H), 4.59 (s, 2H), 4. 15 (m, IH), 3.50 (d, 
J = 5.8Hz, IH), 3.47 (q, J = 6.8Hz, 2H), 2.17 (m, IH), 1.67 (m. 2H), 1.07 (t, J = 
6.8Hz, 3H), 1.02 (d, J = 6.8Hz, 3H)o 




.OCHaCHa 



mmmAQ (8 0) 
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N-v:Kn^v-2 (S) f-;i/- 5 h ^ v > (S) - [N 

^OCH2CH3 




TLCiRf 0.35 imt^^uy:^^y-f^=9 ' '> 

NMR (d6-DMS0) t ^ 10.37 (brs. IH). 8.65 (brs, IH), 8.17 (brd. J = 8.4Hz, IH), 
7.79 (d, J = 8.8Hz, 2H). 7.66 (d, J = 8.8Hz. 2H), 4.58 (s. 2H), 4. 13 (m, IH), 3.47 (d, 
J = 7.0Hz, 2H), 3.47 (q, J = 7.0Hz, 2H). 2.16 (m, IH), 1.65 (m, 2H), 1.07 (t, J = 
10 7.0Hz, 3H), 1.01 (d, J = 6.6Hz, 3H)o 

^pm 4 Q (8 1) 

N-t (S) -^^^W-S-J^b^v^ h^v-4 (S) - [N 

15 

^OCH2CH3 




T L C I R f 0.24 o u \ ^ ^ ^ — 19:1) ; 

NM R (d6-DMS0) : S 10.39 (s, IH), 8.67 (s, IH), 8.36 (d, J = 8.7Hz, IH), 8.00 
(d, J = 8.4Hz, 2H), 7.95 (d, J = 8.4Hz. 2H), 4.60 (s, 2H), 4.22-4.08(in, IH), 3.58- 
3.40 (m, 4H), 2.23-2. 12 (m. IH), 1.78-1.58 (m, 2H). 1.09 (t, J = 6.9Hz, 3H), 1.03 (d, 
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J = 6.9Hz, 3H)o 

N-ii Ku^v'-2 (S) -pi^;l/-5-J^h+v^ (S) - [N 

5 - [4- (4 - If U v^^'V'^^v) 7a^-;l':^;l"-K-^^] ^>:5'>T^ 



TLC : R f 0.30 (^nn7}^;i'A : p« ^'y-;i/=9 : i) ; 

10 NM R (d6-DMS0) : S 10.40 (s, IH), 8.69 (s, IH), 8.50 (dd, J = 4.7, 1.5Hz. 2H), 
8.15 (d, J = 8.4Hz, IH). 7.98 (d. J = 8.7Hz, 2H), 7.25 (d. J = 8.7Hz, 2H), 6.97 (dd, J 
= 4.7, 1.5Hz, 2H). 4.62 (s, 2H), 4.30-4. 10 (m, IH). 3.60-3.40 (m, 4H), 2.30-2. 10 (m, 
IH). 1.80-1.60 (m, 2H), 1.11 (t, J = 7.1Hz, 3H), 1.04 (d, J = 6.9Hz, 3H)o 

15 gg^4?ll4 9(8 3) 

N-t: (S) -p^f-^V-S- (2-^ h^vJ^ h^v) ^ ^^ 

v'-4 (S) - [N- (4-vT/7i-;i'*;W'K-j^) T^y] ^>^>r 
5 K 




.OCH2CH3 




20 
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TLC : R f 0.26 (^nn;^;!/^ : ^ ^y-;l/=9 : 1) ; 

NMR (d6-DMS0) : 8 10.37 (s, IH). 8.65 (s, IH), 8.36 (d, J = 8.7Hz, IH), 
8.00-7.93 (tn, 4H). 4.61 (s, 2H), 4.20-4.06 (m, IH), 3.56-3.52 (m, 2H), 3.49 (d, J = 
5 6.0Hz, 2H), 3.42-3.39 (m, 2H), 3.20 (s, 3H), 2.20-2. 12 ( m, IH), 1.75-1.58 (m, 2H), 
1.01 (t, J = 6.9Hz, 3H)o 

ggjffefirll 4 9 (84) 

li-}^}ru^i^-2 (S) -p'^;i--5 - ^ h^'y^ h^v-4 (S) - [N 
10 - (4 -^^ nn7 Ji-;v?!;;w*'-;i') T^^] ^>^>T5K 



T L c : R f 0.50 mtji^i^y J -)V= 9 11); 

15 NM R (d6-DMSO) : 8 10.36 (d, J = 1.8Hz, IH), 8.64 (d, J = 1.8Hz. IH), 8.17 (d. 
J = 8.4Hz, IH), 7.85 (d, J = 8.4Hz, 2H), 7.51 (d, J = 8.4Hz, 2H). 4.53 (s, 2H), 4.11 
(m, IH), 3.46 (m, 2H), 3.20 (s, 3H), 2.16 (m, IH), 1.65 (m, 2H), 1.00 (d, J = 6.6Hz, 
3H)o 

20 gg^<Wl4Q (8 5) 

N_tKni^v-2 (S) -;>(^;b- 5 -^>v^l'^^>'^ (S) 



r 



.0CH3 




o 
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TLC : R f 0.50 (i£<b>-5"ix> : ^ ^^--'1^=9 : 1) ; 

NMR (de-DMSO) : d 10.36 (s, IH), 8.64 (s, IH), 8.19 (d, J = 8.4Hz, IH), 7.86 

(d, J = 9.0Hz, 2H), 7.51 (d, J = 9.0Hz, 2H), 7.28 (m, 5H), 4.69 (s, 2H), 4.49 (s, 2H), 
4.15 (m, IH), 3.54 (d, J = 6.0Hz, 2H), 2.17 (m, IH). 1.68 (m, 2H), 1.00 (d, J = 
6.9Hz, 3H)o 

mmM Ad (8 6) 

N-li Ka:^v-2 (S) -^^;i'-5- ( 2 h + vJ^ h ^v) ^ 
v-4 (S) - [N- (4 -^^ nD7a^-;l/* T^y] ^>^>T 

5 K 



T L c : R f 0.45 i^it^ : / ^ y -)]y=9 : I) ; 

NM R (dg-DMSO) : S 10.36 (s, IH), 8.64 (s, IH), 8.16 (d, J = 8.4Hz, IH), 7.85 
(d, J = 9.0Hz, 2H), 7.51 (d, J = 9.0Hz, 2H), 4.60 (s, 2H), 4.13 (m, IH), 3.55-3.38 (m, 
6H), 3.19 (s, 3H), 2.14 (m, IH), 1.65 (m, 2H), 1.00 (d, J = 6.9Hz, 3H)o 
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mimmi9 (8 7) 

N-n Kni|rv-2 (S) 5 -J:- h ^ v;< (S) - [N 

.OCH2CH3 




TLC : R f 0.22 (i^ nn*;i/A : / ^ y -;u= 9 : 1) ; 

NMR (<l6-DMS0) : S 10.39 (d, J=1.2Hz, IH), 8.70 (d, J=1.2Hz, IH), 8.45 (d, 

10 J=8.4Hz, IH), 8.01 (dd, J=7.8Hz, 1.2Hz, IH), 7.80-7.60 (m, 3H), 4.62 (s, 2H), 4.08- 
3.95 (m, IH), 3.55-3.36 (m. 4H), 2.31-2.19 (ra, IH), 1.65 (t, J=7.2Hz, 2H), 1.12 (t, 
J=7.2Hz, 3H), 1.03 (d, J=7.2Hz, 3H)o 

^tfsMACj (8 8) 

15 N-li Kai|rv-2 (S) 5 -J^ h ^ h^v-4 (S) - [N 

^OCH2CH3 




TLC : R f 0.31 (^nn.-^;l/A : pi^y-;l'=9 : 1) ; 

NMR (d6-DMSO) : d 10.38 (s, IH), 8.69-8.68 (m, IH). 8.64 (brs, IH), 8.52 
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(d. J = 8.7Hz, IH), 8.39-8.35 (m, IH), 8.30-8.27 (m, IH), 7.77 (t, J = 8.1Hz, IH), 
4.60 (s, 2H). 4.24-4.11 (m, IH), 3.52-3.44 (m, 4H), 2.22-2.11 (m, IH), 1.78-1.60 (m, 
2H), 1.08 (t, J = 7.2Hz, 3H), 1.02 (d, J = 6.9Hz, 3H)„ 

5 ^*fc^4Q («9) 

N-ii Knilrv-2 (S) -:*^)V-5-J^h^i/^ (S) - [N 



T L C : R f 0.26 nn.-Jcjl/A : ;f ^ y-;u= 9:1) ; 

NMR (d6-DMSO) : d 10.38 (s, IH), 8.66 (brs, IH), 8.09 (d, J = 8.4Hz, IH), 
7.87-7.77 (m, 3H), 4.61, (s, 2H), 4.14-4.02 (m, IH), 3.95 (s, 3H), 3.53-3.43 (m, 4H), 
2.25-2 . 13 (m, IH), 1.75-1.55 (m, 2H), 1.09 (t, J = 6.9Hz. 3H), 1.02 (d, J = 6.9Hz, 



^mmA9 (9 0) 

N-t (S) h^v-4 (S) - [N 




OCH2CH3 



15 3H)o 
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,OCH2CH3 




T L C : R f 0.26 on.+:;UA : 9 J 9:1) ; 

NMR (d6-DMS0) : 8 10.39 (s, IH), 8.67 (s, IH), 8.34 (d, J = 8.4Hz. IH), 7.94 
(d, J = 8.7Hz, IH), 7.70 (d, J = 1.2Hz, IH), 7.53 (dd, J = 8.7Hz, 1.2Hz, IH), 4.60 (s, 
2H), 4.21-4.09 (m, IH), 3.99 (s, 3H), 3.54-3.45 (m, 4H), 2.22-2. 10 (m, IH), 1.78- 
1.62 (m, 2H), 1.08 (t, J = 6.9Hz, 3H), 1.02 (d, J = 6.9Hz, 3H)o 

}.*ni^v-2 (S) -p«^;V-5 -J^ h^v'^ h^'>-4 (S) - [N 
- (3 -11 Kn^'>-4 b ^7i-;^*;^**-''^) ^>^>T5 



TLC : R f 0.22 (i5'un;it;i/A : ^^y-JU=9 : 1) *, 
NMR (d6-DMSO) : 8 11.08 (s, IH), 10.28 (s, IH), 8.56 (s, IH), 8.21 (d, J = 
8.7Hz, IH), 7.84 (d, J = 8.4Hz. IH), 7.43 (d, J = 1.8Hz, IH), 7.28 (dd, J = 8.4Hz, 
1.8Hz, IH), 4.49 (s. 2H). 4.08-3.95 (m, IH), 3.41-3.34 (m, 4H), 2.12-2.01 (m, IH), 
1.58-1.53 (m, 2H), 0.99 (t, J = 6.9Hz, 3H), 0.91 (d, J = 6.9Hz, 3H)o 




OCHaCHa 
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^mmA cj (9 9.) 

N-t (S) -ptf-;i/-5-a:h^v> (S) - [N 



T L c : R f 0.19 (-i^it^ ^uy : y ^ y ~)u : w^M= i 8 : i : i ) ; 

NMR (dg-DMSO) : d 10.37 (s. IH), 8.65 (s, IH), 8.16(s, 2H), 8.05 (d, J = 
10 8.4Hz, IH), 7.83 (d, J = 8.4Hz, 2H), 7.77 (d, J = 8.4Hz, 2H), 4.58 (s, 2H), 4. 14 (m. 



IH), 3.47 (m, 4H), 2.16 (m, IH), 1.66 (m, 2H), 1.07 (t, J = 6.9Hz, 3H), 1.01 (d, J = 
6.9Hz, 3H)o 

mmmA 9(93)^-49(111) 

15 Mmm4 4 (7). 44 (12), 44 (13)> 44 (15), 44 (1 
6) . 4 4 (2 2), 4 4 (2 3), 4 4 (2 7) tt:i±0^m4X-nmLfz 

-So ) -*##i«4 3 i^it^>p)i^<Df^t>^i,zm^-r^it-^'^'km\^^io ) -* 
mmmAQ (93) 



5 




.0CH2CH3 



OH 
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N-t:Kn^v-2 (S) - V 7'^;u- 5 h^v^ h ^v- 4 (S) 
- [N- (4 -7iy ^vyx-;!/*;!/?}?-;!^) 7^^] ^y^>r< K 



TLC : R f 0.36 (^nn/i^;UA : ^y-;i/= l 9 : 1) ; 

NMR (d6-DMSO) : S 10.46 (IH, s). 8.72 (IH. s), 8.00 (IH, d, J=8.4Hz), 7.88 
(2H, d, J=8.8Hz), 7.48-7.38 (2H, m), 7.23-7.16 (IH, m), 7.10-7.03 (2H, m), 7.01 
(2H, d, J= 8.8Hz), 4.56 (2H. s), 4.22-4.01 (IH, m), 3.60-3.40 (2H, m), 3.24 (3H, s), 
10 2.25-2.08 (IH, m), 1.78-1.60 (2H, m), 1.58-1.32 (2H, m), 1.28-1.07 (IH, m), 0.82 
(3H, d, J=6.0Hz), 0.80 (3H, d, J=6.0Hz)o 

^^^J 4 9 (9 4) 

N-t: (S) -a^f-;u-5-^ V^i/^ (S) - [N 

15 - (4 -"7^^ :^rv7i-;i'*;i''-^*-;i') 75^] ^>^yT^ K 



TLC : R f 0.60 (i5'on.-^;uA : > : B^gs : 7K= 1 0 0 : i 0 : 

20 1 : 1) ; 

NMR (d6-DMSO) : S 10.40(1H, s), 8.71(1H, s), 8.04(IH, d, J=8.1Hz), 7.87 (2H, 

321 




5 
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d, J=9.0Hz), 7.45-7.40(2H, m), 7.22-7. 17(1H. m), 7.08-7.00(4H, m), 4.55(2H, s), 
4.04-4. 18(1H, m), 3.52-3.23(2H, m), 3.22(3H, s), 2.04-1.92(lH, m), 1.78-1. 57(2H, 
m), 1.52-1.34(2H, m), 0.77(3H, t, J=7.2H2)o 

5 mmm4 9 (95) 

(S) -yDH';i/-5-^ h^v^ (S) - 



TLC : R f 0.60 (^^D4^;^i^ ; • ; 1 0 0 I 1 0 I 

1 : 1) ; 

NMR (dg-DMSO) : S 10.40(1H, s), 8.69(1H, s), 8.02(1H, d, J=8.4Hz), 7.86(2H, 

d, J=8.8H2), 7.46-7.37(2H, m), 7.23-7. 15(1H, m), 7.08-6.98(4H, m), 4.54(2H, s), 
15 4.16-4.00(1H, m), 3.48-3. 44(2H, m), 3.21(3H, s), 2.14-1.99(1H, m), 1.78-1.58(2H, 
m), 1.45-1.28(2H, m), 1.27-1.07(2H, m), 0.80(3H, t, J=7.2Hz)o 

^mm 4 9 (9 6 ) 

N-t:Kn^v-2 (R) - t -7* h ^ ^U*'-;^^ f-;^ - 5 h ^ v 
20 >h^v-4 (S) - [N- (4-7iy ^v7i-;i/3!7;i/;K-;i/) T^y] 




.OCH3 



10 



wo 99/19296 




TLC : R f 0.54 (:}'nn.-^;i/A : p{^y-;i/=9 : 1) ; 
NMR (dg-DMSO) : S 10.47 (IH. s), 8.75 (IH, s), 8.05 (IH, d, J=8.4Hz), 7.88 
5 (2H, d, J=8.7Hz), 7.47-7.40 (2H, m), 7.23-7.17 (IH. m), 7.10-7.04 (2H, m), 7.03 
(2H, d, J=8.7Hz), 4.55 (2H, s), 4.20-4.03 (IH, m), 3.57-3.43 (2H, m), 3.23 (3H, s), 
2.55-2.34 (3H, m), 1.74-1.66 (2H, m), 1.36 (9H, s)o 

mmmAQ (9 7) 

10 N-t: Kn:^v-2 (S) -T V 5 h ^ h ^ v- 4 (S) - [N 




15 TLC : R f 0.62 (iJ^on.-^;i/i. : p{ : |^^= 1 0 0 : 5 : 1) ; 

NMR (dfi-DMSO) : S 10.43(1H, s). 8.66(1H, hrs), 8.06(1H, d, J=8.4Hz), 

7.89-7.85(2H, m), 7.47-7.38(2H, m), 7.23-7. 15(1H, m), 7.09-6.99(4H, m), 5.73- 
5.60(1H, m), 5.05-4.92(2H, m), 4.54(2H, s), 4.19-4.05(1H, m), 3.52(1H, dd, 
J=10.1Hz, 5.2Hz), 3.44(1H, dd, J=10.1Hz, 5.2Hz), 3.22(3H. s), 2.20-2.17(3H, m), 
20 1.82-1.59(2H, in)o 
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N-H Kn:^v-2 (S) -J^-^;i/-5-J^b + vp< (S) - [N 



TLC : R f 0.33 (^odt^;!./, : ^ : g^^= 100:5:1) ; 

NMR (dg-DMSO) : S 10.40(1H, s), 8.70(1H. s), 8.02(1H, d, J=8.4Hz), 7.86(2H, 
10 d, J=8.8Hz), 7.46-7.38(2H, m), 7.23-7. 15(1H, m), 7.08-6.99(4H, m), 4.59(2H, s), 
4.I9-4.01(1H, m), 3.52-3.42(2H, m), 3.47(2H, q, J=7.0Hz), 2.05-1. 92(1H, m), 1.79- 
1.32(4H, m), 1.07(3H, t, J=7.2Hz). 0.76(3H, t, J=7.0Hz)o 

mmm 4 9 (99) 

15 (S) -^^Jl^- 5 - ( 2 h ^vJ^ h ^i>) ^ h ^ 

v-4 (S) - [N- (4 -7 xy ^v7i-;i^*;i/*'^;u) r?/] 
K 



5 
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NMR (d6-DMSO) : S 10.40 (IH, s), 8.71 (IH, s), 8.02 (IH. d. J=8.4H2). 7.88 
(2H, d, J=8.8Hz), 7.48-7.38 (2H, m), 7.23-7.15 (IH, m), 7.10-7.05 (2H, m), 7.02 
(2H, d, J=8.8Hz), 4.62 (2H, tn), 4.22-4.00 (IH, m), 3.61-3.38 (6H, m), 3.22 (3H, s), 
2.09-1.91 (IH, m), 1.82-1.60 (2H, m), 1.58-1.35 (2H, m), 0.78 (3H, t. J=7.0Hz)o 

N-tKn:^v-2 (S) -J^^)U-5 - t -zr^)\y^)^t'-JU:^^->- 4 

(S) - [N- (4 + v7i-;i'*;i/**::^;u) 7^y] ^>^>t^ 
K 



TLC : R f 0.69 i^uu7i^)UA : >^y-;i/=9 : i) ; 

NMR (dfi-DMSO) : 3 10.41 (IH, s), 8.71 (IH, s), 8.07 (IH, d, J=8.7Hz). 7.81 
(2H, d, J=8.6Hz), 7.41 (2H, t, J=7.6Hz), 7.17 (IH, t, J=7.6Hz), 7.04 (2H, d, 
J=7.6Hz), 7.00 (2H, d, J=8.6Hz), 4.25-4.13 (IH, m), 4.08-3.94 (2H, m), 2.03-1.91 
(IH, m), 1.63 (2H, t, J=6.9Hz), 1.48-1.36 (2H, m), 1.06 (9H, s), 0.75 (3H, t, 
J=7.5Hz)o 

mmm4 9 (ion 

N-t: (S) -T V 5 -a:, b h ^ v- 4 (S) - [N 

- (4 -p{f^>'U7i-;i'*;W'-K-;i^) r^y] ^y^^yr^V 
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.OCH2CH3 



HO 



TLC : R f 0.49 (^nn;^;l/A : pt^y-;V=9 : 1) ; 

NMR (d6-DMSO) : S 10.42 (s, IH), 8.71 (s, IH), 7.99 (d. J = 8.8Hz, IH), 7.73 
(d, J = 8.0Hz, 2H), 7.24 (d, J = 8.0Hz, 2H), 5.72-5.55 (m, IH), 5.02-4.91 (m, 2H), 
4.58 (s, 2H), 4.19-4.01 (m. IH), 3.52-3.41 (m, 4H), 2.33 (s, 3H), 2.12 (m, 3H), 1.79- 
1.58 (m, 2H), 1.07 (t, J = 7.0Hz, 3H)o 

mmMA9 (1 0 2) 

N-1i (S) -T';;U-5-J^h4rv> (S) - [N 

- (4 h 07i^;i/*;u;jf-;i/) T5y] ^>j^yT< K 



TLC : R f 0.32 i^ua^jUA ; ^ ^'y-;u=9 : 1) ; 

NM R (d6-DMSO) : S 10.43 (d, J = 1.5Hz, IH), 8.71 (d, J = 1.5Hz, IH), 8.47 (d, 
J = 8.4Hz, IH), 8.30-8.27 (m, 2H), 8.07-8.03 (m, 2H), 5.75-5.59 (m, IH), 5.03-4.93 
(m, 2H), 4.59 (s, 2H), 4.19-4.08 (m, IH), 3.50 (d, J = 5.1Hz, 2H), 3.47 (q, J = 7.2Hz, 
2H), 2.23-2.12 (m, 3H), 1.80-1.60 (m, 2H), 1.07 (t, J = 7.2Hz, 3H)o 

9 ( 1 0 3) 




326 



v;^0 99/19296 



PCT/JP98/04529 



N-tKD:^v-2-p<^VT'>-5-^h^v^h^v-4 (S) - [N 



5 

TLC : R f 0.50 (^nn.-J^;l/A : ^ ^5^7-;!/= 9 : l) ; 

NMR (d^-DMSO) I <5 10.77 (s, IH), 8.84 (s. IH), 8.61 (d. J = 8.4Hz, IH), 
8.32-8,27 (m, 2H), 8.05-8.02 (m, 2H), 5.57 (s, IH), 5.36 (s, IH), 4.60 (s, 2H), 4.30- 
4.18 (m, IH), 3.53-3.45 (m, 4H), 2.61 (dd, J = 14.1Hz, 4 .5Hz, IH), 2.47-2.40 (m, 
10 IH), 1.07 (t, J = 6.9Hz, 3H)o 

mmmA 9 (104) 

N-liKn:^v-2 (S) - (2-7'ntf^;i/) - 5 -j^. s^-i^ ^ \. 3^.^, - 
4 (S) - [N- (4 hn7x-;i/*;i/;K-;l/) T^y] ^>^>7^V 



TLC : R f 0.39 (^nn;^;i/A : ^ ^y-;i/=9 : 1) ; 

NMR (d6-DMS0) ! S 10.54 (s, IH), 8.81 (s. IH), 8.49 (d, J = 8.4Hz, IH), 8.29 
20 (d, J = 8.7Hz, 2H), 8.07 (d, J = 8.7Hz, 2H), 4.59 (s, 2H), 4.20-4.03 (m, IH), 3.60- 
3.40 (m, 4H), 2.78 (s, IH), 2.40-2.20 (m, 3H), 1.95-1.80 (m, IH), 1.80-1.60 (m, IH), 




.OCH2CH3 
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1.08 (t, J = 7.1Hz, 3H)o 

mmm 4 9 n n s ) 

N-H KD#v-2 (S) -T';;i/-5- (2-^ h^vjc h^v) ^ 
v-4 (S) - [N- (4-v7y7i-;i/*;i/>K-;i/) 75 y] ^>^>T 
5 K 



TLC : R f 0.22 (^'nn*;UA : > ^'y-;i/=9 : i) ; 

NMR (dg-DMSO) : S 10.42 (s, IH), 8.71 (s, IH), 8.36 (d, J =8.7Hz, IH), 7.98 
(d, J = 8.4Hz, 2H), 7.94 (d, J = 8.4Hz, 2H), 5.74-5.58 (m, IH), 5.05-4.92 (m, 2H), 
4.61 (s, 2H), 4.20-4.04 (m, IH), 3.58-3.43 (m, 4H), 3.44- 3.37 (m, 2H). 3.19 (s, 3H), 
2.22-2.10 (m, 3H), 1.81-1.58 (m, 2H)o 

mmm4 9 (1 0 6) 

N-t:Ko^v-2 (S) - (2-7'De-;u) 
4 (S) - [N- (4 -:^n^7x-;i/3!?;i/;K-;i') T^y] ^y^^yr^ F 
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TLC : R f 0.36 (^^nn.i>;i^A : ^^y-;u=9 : i) ; 
NMR (d6-DMS0) : S 10.52 (s, IH), 8.80 (s, IH), 8.20 (d, J=8.7Hz, IH), 7.79 
(d, J=8.4H2, 2H), 7.64 (d, J=8.4Hz, 2H), 4.58 (s, 2H), 4.18-4.02 (m, IH), 3.58-3.42 
(m, 4H), 2.78-2.73 (brs, IH), 2.38-2.20 (m, 3H), 1.95-1.75 (m, IH), 1.75-1.60 (m, 
5 IH), 1.08 (t, J=6.9Hz, 3H)o 

mmm 4 9 do?) 

N-liKn:^v-2 (S) - (2-7'otf^;u) - 5 -ji |> i|p h v - 
4 (S) - [N- (4 -:?nn7i-;i^*;U/-K~;i/) T<y] ^yi^>7< K 



TLC : R f 0.35 (^nn.i^;i/A : ^:5'y-;i/=9 : 1) ; 
NMR (dg-DMSO) : d 10.52 (s, IH), 8.80 (s, IH). 8.20 (d, J=8.7Hz. IH), 7.86 
15 (d, J=8.6Hz, 2H), 7.51 (d, J=8.6Hz, 2H). 4.58 (s, 2H), 4.20-4.02 (m, IH), 3.60-3.40 
(m, 4H), 2.80-2.75 (brs, IH), 2.40-2.20 (m, 3H), 1.95-1.78 (m, IH), 1.78-1.60 (m, 
IH), 1.08 (t, J=6.9Hz, 3H)o 

mmM ^ 9 ( 10 8) 

20 (S) -T'J;l/-5-xhilrv> h+v-4 (S) - [N 
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TLC : R f 0.35 (^nn*;i/A : ^ ^y-;w=9 : 1) ; 

NMR (dg-DMSO) : S 10.42 (s, IH), 8.71 (s, IH), 8.19 (d, J=8.7Hz, IH), 7.78 

5 (d, J=8.6Hz, 2H), 7.65 (d, J=8.6Hz, 2H), 5.75-5.58 (m. IH), 5.05-4.90 (m, 2H), 4.58 
(s, 2H), 4.20-4.05 (m, IH), 3.58-3.40 (m, 4H), 2.25-2.08 (m, 3H). 1.80-1.60 (m, 2H), 
1.07 (t, J=7.1Hz, 3H)o 

mmm^Q (i qq) 

10 N-t:Kn4rv-2 (S) -T V ^t'- 5 -J^ b ^ (S) - [N 




15 TLC : R f 0.36 (^^nn;}^;WA : p{ ^y-;l/=9 : 1) ; 

NMR (d6-DMSO) : S 10.42 (s, IH), 8.70 (s, IH), 8.18 (d, J=8.7Hz, IH), 7.85 

(d, J=8.6Hz, 2H), 7.52 (d, J=8.6Hz, 2H), 5.75-5.58 (m, IH), 5.05-4.90 (m, 2H), 4.58 
(s. 2H), 4.20-4.05 (m, IH), 3.58-3.40 (m, 4H), 2.25-2.08 (m, 3H), 1.80-1.60 (m, 2H), 
1.07(t, J=7.1Hz, 3H)o 

20 

^mm4 9 (110) 
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-4 (S) - [N- (4 h n7i^;i'*;i/4?-;u) 75^] ^yi^>r^ 



5 

TLC : R f 0.30 (^nn*;i/i. : p( ; |^^= 1 0 : 2 : 1) ; 

NMR (d6-DMS0) ! 8 10.44 (brs, IH), 8.73 (brs, IH), 8.48 (d, J=8. 4Hz, IH). 
8.29 (d, J=8.9Hz, 2H), 8.05 (d, J=8.9Hz. 2H), 4.59 (s, 2H), 4.20-4.05 (m, IH), 3.60- 
3.40 (m, 4H), 2.55-2.38 (m, IH), 2.38-2.20 (m, IH), 2.20-2.00 (m, 7H), 1.85-1.70 
10 (m. IH), 1.70-1.58 (m, IH), 1.08 (t, J=6.9Hz, 3H)o 

jgjife#ll4 Q fill) 

N-tKn:^^v-2 (S) - (2-yntf-;U) -5- 
^v) pth^v-4 (S) - [N- (4 -'>Ty 7ai-;v;«;;i'?K^;i/) T^y] 

15 ^y^>T5. K 



TLC :Rf 0.35 (^'nn*;i/A : ^ ^y-;u=9 : 1 ) ; 
20 NMR (d6-DMS0) : S 10.53 (s, IH), 8.81 (s, IH), 8.41 (d, J=8.7Hz, IH), 7.99 

(d, J=8.7Hz, 2H), 7.94 (d, J=8.7Hz, 2H), 4.61 (s, 2H), 4.20-4.05 (m, IH). 3.60-3.45 
(m, 4H), 3.45-3.35 (m, 2H), 3.20 (s, 3H), 2.79 (s, IH), 2.35-2.00 (m, 3H), 1.92-1.75 




.OCH2CH3 
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(m, IH), 1.75-1.60 (m, lH)o 

mmmA 9 n 1 2) -4 9 (1 1 6) 

4 (S) --fJ )U^^'y-4-T< ^r^>M^^}^^^T)\^(Df^t>i)K. 4 
5 (R) -*;i/7K^v-4-T5 yr3'>^^f-;ba:;^f-;l', i5 i 4 T' 

■^mmm4 4^nmm4 9-^m^ti^umtmmizmi^t. i^xrizmttz^t^ 
10 m^mzo 

9 (U 2) 

N— (R) 5 - ^ h ^ h ^ v- 4 (R) - 



TLC : R f 0.39 {^uut^)i^A : p« : g^^ : 7fc= i 0 0 : i 0 : 

1 : 1) ; 

20 NMR (dg-DMSO) ! ^ 10.34(1H, s), 8.66(1H, s), 8.08(1H, d, J=8.8Hz), 7.89(2H, 
d, J^8.4Hz), 7.43(2H, t, J=8.0Hz), 7.00-7.46(10H, m), 4.53(2H, s), 4.13-4.32(1H, 
m), 3.48(2H, d, J=5.6Hz), 3.19(3H, s), 2.76(2H, d, J=7.0Hz), 2.29-2.44(lH, m), 
1.58-1.84(2H, m)o 



15 
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N-tKn:^v-2 (R) 5 - h ^ v h ^ v- 4 (R) - 

[N- [4- (3 #v- 1 -yntf:^;!^) 7 



TLC : R f 0.39 ; ^ ^ : 7lc= 1 0 0 : 1 0 : 

1 : 1) ; 

NMR (dg-DMSO) : S 10.33(1H, s), 8.65(1H, s), 8.22(1H, d, J=8.7Hz), 7.84(2H, 
d, J=8.4Hz), 7.51(2H, d. J=8.4Hz), 7.32(2H, t, J=7.8Hz), 7.20(2H, t, J=6.9Hz), 
6.97-7. 14(6H, m), 5.05(2H, s), 4.50(2H, s), 4.14-4.28(1H, m), 3.46(2H, d. J=5.7Hz), 
3.17(3H, s), 2.74(2H, d, J=7.2Hz), 2.29-2.39(lH, m), 1.60-1.79(2H, m)o 

MUkMA 9 (114) 
N-li Kn:^v-2 (R) - ^ 5 -J^ h ^i^ ^ (R) - [N 

- [4- (4 -vry 7 r^y] ^>^>r^ 
K 
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TLC : R f 0.35 {^vut^}VM, : ^ ^y-;u=9 : i) ; 

NMR (d6-DMS0) : S 10.37 (s, IH), 8.65 (s, IH), 8.18 (d, J=8.4Hz, IH), 7.95 
5 (d, J=8.6Hz, 2H), 7.83 (d, J=8.6Hz. 2H), 4.59 (s, 2H). 4. 16 (m, IH), 3.60-3.40 (m, 
4H), 2.17 (m. IH), 1.67 (t, J=6.9Hz, 2H), 1.07 (t, J=7.1Hz, 3H), 1.01 (d, J=6.9Hz, 

3H3o 



10 



Q (115) 



N-t: (R) -rV;w-5-^b^v^ (R) - [N 




15 TLC : R f 0.34 (^'nn^^ii/i. : p«^y-^^=9 : 1) ; 

NMR (d6-DMS0) :d 10.41 (s, IH), 8.70 (s,lH), 8.02 (d,J=8.4Hz.lH), 7.85 
(d, J=9.0Hz, 2H), 7.41 (t, J=7.9Hz, 2H), 7.17 (t, J=7.9Hz, IH), 7.04 (d, J=7.9Hz, 
2H), 6.99 (d, J=9.0Hz, 2H), 5.74- 5.55 (m. IH), 5.03-4.88 (m, 2H), 4.56 (s, 2H), 
4.17-4.03 (m, IH), 3.53-3.40 (m, 4H), 2.24-2.10 (m, 3H), 1.79-1.58 (m, 2H), 1.06 (t, 
20 J=7.0Hz, 3H)o 
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mmm 4 9 die) 

N_t Kni\rv-2 (R) 5 -J^ b ^v;^ (R) - [N 

.0CH2CH3 




TLC : R f 0.38 (^nn.i>;i/A : ^:J'y-;i/=9 : 1) ; 

NMR (d6-DMSO) : S 10.36 (s, IH). 8.64 (s. IH), 8.01 (d, J=8.7Hz, IH), 7.85 
(d, J=8.7Hz, 2H), 7.41 (t, J=7.6Hz, 2H), 7.17 (t, J=7.6Hz, IH), 7.04 (d, J=7.6Hz, 
2H), 7.00 (d, J=8.7Hz, 2H), 4.57 (s. 2H), 4.18-4.06 (m, IH), 3.51-3.42 (m. 4H). 
2.15 (m, IH), 1.64 (t. J=7.1Hz, 2H), 1.06 (t, J=7.2Hz, 3H), 0.99 (d, J=7.1Hz, 3H)o 

m:l^m 49 (117) -49 (124) 

##^J 3 9 ^##^J 4 1 -##^J 4 3 > v;VC0ft^ ^ izm^i-iit^ 

mm^ 9 (117) 

(S) --^> v;l/-5 h^v> b^'>-4 (S) - 
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HO 




T L C : R f 0.21 (^^ nn/i^;i/A : p< ^ y — ;i/= 19:1) ; 

NMR (dg-DMSO) : S 10.37 (IH. s), 8.15 (IH, d, J=8.4Hz), 7.89 (2H. d, 
J=8.4Hz), 7.68 (2H, d, J=8.4Hz), 7.66 (2H, d, J= 8.8Hz), 7.45 (2H, d, J=8.8Hz), 
7.40-7.30 (2H, m), 7.29-7.08 (5H. m), 4.54 (2H. s), 4.38-4.18 (IH, m), 3.60-3.40 
(2H, m), 3.21 (3H, s), 2.78 (2H, d, J= 6.6Hz), 2.55-2.30 (IH, m). 1.92-1.60 (2H, m)o 

^l^sMA 9 (118) 

N-t:Kni^^v-2 (S) - > 3 -5-^h^v>b 

(S) - [N- [4- i^yWyy -2-4 7 x^JV* ^^^i^'- 
)V] T 5 y ] ^ > ^ >' T 5 K 



TLC : R f 0.28 {^uut>)\^^ : ^ ^ y -;i/= 1 9 : 1 ) ; 
NMR (d6-DMS0) : S 10.73 (IH, s), 10.37 (IH, s), 8.67 (IH, d, J= 8.6Hz), 8.01 
(4H, s), 7.78-7.48 (4H, m), 7.44-7.20 (3H, m), 7.10-6.80 (3H, m), 4.53 (2H, s). 



H 
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4.42-4.22 (IH, m), 3.62-3.40 (2H, m), 3.18 (3H, s), 3.00-2.78 (2H, m), 2.62-2.38 
(IH, m), 2.00-1.65 (2H, m)o 

mmn4^ 9 1 9) 

5 N-ViKn:^v-2 (S) -^>v;W-5-^ h^v^ h4r v-4 (S) - 
[N- [4- [3- (4-^on7iy^v- 1 --/nii^;!/) y jL^ji^ij )U 



TLC : R f 0.26 (^^ un>i^;i/i, : ^ ^y-ji/= i 9 : 1) ; 

NMR (d6-DMS0) : d 10.35 (IH. s). 8.67 (IH, s), 8.24 (IH, d, J=8.4Hz), 7.87 
(2H, d, J=8.4Hz), 7.53 (2H, d, J=8.4Hz), 7.38 (2H, d, J=9.2Hz). 7.30-7.00 (7H, m), 
5.08 (2H, s), 4.53 (2H, s), 4.25 (IH, m), 3.49 (2H, d, J=5.4Hz), 3.20 (3H, s), 2.77 
15 (2H, d, J=7.0Hz), 2.38 (IH. m), 1.90-1.60 (2H, m)o 

mi^MA 9 (12 0) 

(S) -^>v;i/-5-p« h+v^ h + (S) - 

[N- (4 -7 Ji-;!^*;!^*'-;!/) T5y] ^y^yr^V 




20 
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TLC : R f 0.39 (^'on;}T;i/A ; i 9 : 1) ; 

NMR (dg-DMSO) : 8 10.36 (IH, s), 8.09 (IH, d, J=8.6Hz), 7.91 (2H, d, 
5 J=8.8Hz). 7.50-7.38(2H, m), 7.30-7.08 (8H, m), 7.03 (2H, d, J=8.8Hz), 4.54 (2H, s), 
4.36-4.18 (IH, m), 3.58-3.40 (2H, m), 3.20 (3H, s), 2.84-2.65 (2H, m), 2.45-2.30 
(IH, m), 1.88-1.58 (2H, m)o 

^jife^l4 9 (12 1) 

10 (S) 5 - ^ h ^ h ^ v- 4 (S) - 

[N- [4- ( 4 -Ti-^Wtf^V >^>- 1 - ^^»^) T 
5 y] ^y^yy^ K 




15 

TLC : R f 0.26 (^nn;^;l/A : ^^^y-;i/= l 9 : 1) ; 

NMR (d6-DMS0) : 8 10.33 (IH, s), 8.66 (IH, s), 7.82 (IH, d, J=8.8Hz), 7.77 
(2H, d, J=8.8Hz). 7.38-7.06 (lOH, m), 6.99 (2H, d, J=8.8Hz), 4.54 (2H, s), 4.38- 
4.16 (IH, m), 4.04-3.90 (2H, m), 3.58-3.40 (2H, m). 3.21 (3H, s), 2.96-2.60 (5H, m), 
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2.44-2.28 (IH, m), 1.95-1.60 (6H, m)o 
(IN- [4- ( 6 5 ^*V'J 1 -^^'>-''^) 7 



10 TLC : R f 0.46 (;5^nn.-^;V'i. : p< ^y-^w=9 : 1) ; 

NMR (d6-DMSO) : 8 10.35 (IH, s), 8.67 (IH, s), 8.18 (IH, d, J=8.4Hz), 7.83 
(2H, d. J=8.4Hz). 7.63 (IH. t, J=1.2Hz). 7.44 (2H. d, J=8.4Hz), 7.28-7.07 (6H, m), 
6.89 (IH. t, J=1.2Hz), 4.53 (2H, s), 4.36-4.17 (IH. m). 4.01 (2H, t. J=7.0Hz), 3.60- 
3.40 (2H, m), 3.20 (3H, s). 2.84-2.70 (2H. m), 2.47 (2H. t, J=7.0Hz), 2.46-2.30 (IH, 

15 m), 1.96-1.62 (4H, m), 1.58-1.40 (2H, m)o 

N-li (S) - -5 h^v> ^ 

i^v-4 (S) - [N- (4-Vxy+:/7:L^;l/*;V'K^;W) 75. ^> 

20 ^yr^ K 
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T L C : R f 0.36 n n;^;UA : p< ^ / 19:1) ; 

NMR (d6-DMSO) : S 10.26 (IH, s), 8.63 (IH, s), 8.16 (IH, d, J=8.4Hz), 
5 8.04-7.82 (4H, m). 7.80-7.70 (IH, m). 7.52-7.16 (7H, m), 7.14-6.96 (4H. m), 4.52 
(2H, s), 4.50-4.28 (IH. m), 3.61-3.40 (2H, m). 3.25-3.02 (5H, m). 2.69-2.52 (IH, m), 
2.00^1.78 (2H, m)o 

(12 4) 

10 (S) - [4- (-t>V*77>-2-^;W 

_5_^ Y^i^-A (S) - [N- (4-3-K7:c-;i'*;b'K-;W 



NMR (d6-DMSO) :d 10.38 (lH,s), 8.70 (IH, s), 8.25 (IH, d, J=8.7Hz), 7. 
(2H, d, J=8.4Hz), 7.79 (2H. d, J=8.1H2), 7.70-7.56 (4H, m). 7.36 (IH, s), 7.34-7. 




15 
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(4H, m), 4.55 (2H, s), 4.35-4.20 (IH. m). 3.60-3.45 (2H, m), 3.21 (3H, s), 2.83 (2H. 
d, J=6.9Hz). 2.45-2.30 (IH. m), 1.90-1.60 (2H, m)o 

MiilsmA Q M 9. - 4 9 (2 3 3) 

^pmA Q M 2 s) 
N_tKn^v-2 (S) -^>y;v-5 - J-h+v^ (S) - 

7^ K 



NM R (d6-DMSO) : S 10.32 (s. IH), 8.80-8.60 (brs, IH), 7.43 (d. J = 8.7Hz, 1 
7.28-7.19 (m. 2H), 7.19-7.07 (m, 3H). 4.54 (s, 2H), 4.05-3.85 (m, IH), 3.60-3.20 ( 
4H), 2.80-2.60 (m. 2H). 2.38-2.20 (m, IH), 2.10-1.90 (m, IH), 1.80-1.60 (m, 51 
1.60-1.45 (m, IH), 1.45-1.20 (m, 3H), 1.11 (t, J = 6.9Hz, 3H), 1.00-0.80 (m, 5H)o 




TLC : R f 0.36 (^nn*;i/A : pi^y-;i'=9 : 1) ; 
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N-liKni|rv-2 (S) - (4 -- h D-^ > v;i^) -5-^^^v^^^ 
v-4 (S) - [N- (h7>>5.-4->f-;i/v^o^^v;l/*;l/.-^'^;i') T 



TLC : R f 0.40 {^aut-}\^J^ : ^ ^'y-;i/=9 : i) ; 

NM R (d6-DMSO) : 8 10.34 (s, IH), 8.80-8.60 (brs, IH), 8.12 (d, J = 8.7Hz, 2H), 
7.48 (d. J = 8.7Hz, IH), 7.37 (d, J = 8.7Hz, 2H), 4.57 (s, 2H), 4.10-3.90 (m, IH), 
10 3.55-3.25 (m, 4H), 3.00-2.70 (m, 2H), 2.40-2.25 (m, IH), 2.10-1.95 (m, IH), 1.85- 
1.60 (m, 5H), 1.60-1.20 (m, 4H), 1.11 (t, J = 7.2Hz, 3H). 1.00-0.80 (m, 5H)o 

mnam 4 9 (1 2 7) 

js-ndp v-2 (S) - > K-;i/- 3 -^^W) h 
15 ^v-4 (S) - [N- (h7 >7.-4-^f^^Wv^'D^^v;i/;?7;l^'-^'--'^) 



5 





20 



TLC : R f 0.32 (i>-nn*;l/A : ^ 3^/-;U= 1 0 : 1) 
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NMR (d6-DMS0) : S 10.73 (brs, IH), 10.32 (brs, IH), 8.66 (d, J = 1.5Hz, IH), 
7.49 (d, J = 7.8Hz, IH), 7.41 (d, J = 8.7Hz, IH), 7.28 (d, J = 8.1Hz, IH), 7.05-6.99 
(m, 2H), 6.94-6.88 (m, IH), 4.50 (d, J = 6.9Hz. IH), 4.47 (d, J = 6.9Hz, IH). 4.02- 
3.902 (m, IH), 3.40 (q, J = 7.2Hz, 2H), 3.37-3.28 (m, 2H), 2.89-2.71 (m, 2H), 2.48- 
5 2.34 (m, IH), 2.05-1.93 (m, IH). 1.77-1.50 (m, 6H). 1.45-1.20 (m, 3H), 1.06 (t, J = 
7.2Hz. 3H), 0.95-0.80 (m, 2H), 0.84 (d, J = 6.6Hz, 3H)o 

mikm 4 9 (1 2 8) 

+ (S) -^>y;i'-5-J^h+v> h^v-4 (S) - 

10 [N- [ {\£')'Jy-A-^)i^) T^y] ^>^>T5 K 



TLC : R f 0.30 (^nn,-^;i/A : y-)V=9 : 1) ; 
15 NMR (d6-DMS0) : S 10.37 (s, IH), 8.76-8.63 (m. 3H), 8.43 (d, J = 8-6Hz, IH), 
7.80-7.72 (m, 2H), 7.29-7.08 (m, 5H), 4.58 (s. 2H), 4.34-4.14 (m, IH), 3.60-3.39 (m, 
4H), 2.83-2.65 (m, 2H), 2.42-2.28 (m, IH), 1.88-1.59 (m, 2H), 1.09 (t, J = 7.0Hz, 
3H)o 

20 ^fife^ 4 9 ( 1 2 9) 



N-li Kni\r V- 2 (S) v;U- 5 h ^ v> h ^ 4 (S) - 

[N- (4 -t: Ko4r'>7i-;w*^WjK-;u) r^y] ^>:J'>T$K 
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TLC : R f 0.57 (^nn.i^jvi. : ^ ^y-;u=9 : 1) ; 

NMR (d6-DMSO) : S 10.34 (s, IH), 9.96-9.80 (br, IH), 7.83 (d, J = 8.4Hz, IH), 
5 7.74 (d, J = 9.0Hz. 2H), 7.26-7.08 (m, 5H), 6.79 (d, J = 9.0Hz, 2H), 4.57 (s, 2H), 
4.30^.17 (m. IH), 3.58-3.40 (m. 4H), 2.76 (d, J = 6.6Hz, 2H), 2.42-2.32 (m, IH), 
1.82-1.60 (m, 2H), 1.09 (t, J = 7.2Hz, 3H)o 



10 (S) - (2--hn-^>v;u) -S-^b^v^ 

c^_4 (s) - [N- (h7>>;-4->^^Vv^''='^^'>''^*^^*'-^^'"^ 

5y] y<y^y7^ F 



.NO2 ^OCH2CH3 



15 



20 




T L C I R f 0.23 {^uu:^)VA ^1^=9:1) > 

NMR (d6-DMS0) : S 10.35 (s, IH), 8.71 (s, IH), 7.92 (dd, J = 8.4, 1.2Hz, IH), 
7.61 (td, J = 7.4, 1.2Hz, IH), 7.50-7.40 (m. 2H), 7.36 (d, J = 7.4Hz, IH), 4.55 (s, 
2H), 3.90-3.75 (m. IH), 3.55-3.25 (m, 4H, overlap with H20 in DMSO), 3.10-2.90 (m, 
2H). 2.55-2.40 (m, IH, overlap with DMSO), 2.10-1.90 (m, IH), 1.80-1.55 (m. 6H), 
1.50-1.20 (m, 3H), 1.10 (t, J = 7.1Hz, 3H), 1.00-0.75 (m, 5H)o 
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(S) - (3--hD^>v;w) 
v-4 (S) - [N- (b'7>X-4-^-?'^^v^'D^^v;l'*;i'*'->'l') T 
5 ^V^'^T? K 



TLC : R f 0.38 (^Dn.i^;uA : pf^/-;i/=9 : 1) ; 

NMR (d6-DMS0) : d 10.30 (s, IH), 8.67 (s, IH), 8.10-8.00 (m, IH), 7.98 (s, 
IH). 7.60-7.46 (m, 3H), 4.56 (s, 2H), 4.10-3.95 (m, IH), 3.55-3.30 (m, 4H, overlap 
with H20in DMSO). 2.94 (dd, J = 13.0. 4.7Hz, IH), 2.80 (dd. J = 13.0, 9.9Hz, IH), 
2.30-2.20 (m, IH), 2. 10-1.95 (m, IH), 1.85-1.60 (m. 5H), 1.60-1.20 (m, 4H), 1.11 (t, 
J = 7.1Hz, 3H), 1.00-0.80 (m, 5H)o 

^^ffii 4 Q n .-^ 2 ) 

N-i:Kn^v-2 (S) v;!^- 5 h ^ ^ 4 (S) - 

5 K 
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,^6 



.OCH2CH3 



O CH3 



T LC : R f 0.31 (^^ nn.i^;UA \ ^ 9 J -;i/= 19:1) ; 
NM R (dg-DMSO) : 8 10.31 (s, IH), 8.65 (d, J = 1.2Hz, IH), 7.59 (d, J = 8.8Hz, 
5 IH), 7.25-7.10 (m. 5H), 6.85-6.90 (m, IH), 6.78-6.76 (m. IH), 5.98 (t, J = 3.2Hz, 
IH), 4.57 (s. 2H), 4.25-4.08 (m, IH), 3.83 (s, 3H), 3.50-3.39 (m, 4H), 2.75 (d, J = 
7.0Hz, 2H), 2.45-2.29 (m, IH), 1.82-1.52 (m, 2H), 1.08 (t, J = 7.0Hz, 3H)o 

^^^9114 9 ( 1 3 3) 

[0 (S) 5 - h^'>^ ^^'>- 4 (S) - 



T L C : R f 0.34 u n5j!;i/A : p( 9 y — ;u= 9:1) ; 

NMR (d6-DMSO) : B 10.34 (s, IH), 8.60 (d, J = 1.6Hz, IH), 8.12 (d, J = 8.8Hz. 
IH), 7.85 (dd, J = 8.0Hz, 1.8Hz, 2H), 7.52-7.40 (m, 3H), 7.26-7.09 (m, 5H), 4.57 (s, 
2H), 4.33-4.15 (m, IH), 3.49 (d, J = 5.4Hz, 2H), 3.45 (q, J = 7.0Hz, 2H), 2.76 (d. J 
= 7.0Hz. 2H). 2.44-2.28 (m, IH), 1.85-1.59 (m, 2H), 1.07 (t, J = 7.0Hz, 3H)o 




20 



■^mm 49 (13 4) 
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(S) --^>v;W-5 -J^ h^v^ v-4 (S) - 

[N- (4 -j:-^;i'7x^;i/*;i/*'^;u) r^y] ^y^yr^ K 



TLC : R f 0.50 {^uut^)VA : ;^ ^5'y-;i/=9 : 1) ; 

NM R (d6-DMSO) : 5 10.33 (d, J = 1.2Hz, IH), 8.65 (s, IH), 8.02 (d, J = 8.4Hz, 
IH), 7.78 (d, J = 8.2Hz, 2H), 7.30-7.09 (m, 7H), 4.57 (s, 2H), 4.15-4.32 (m, IH), 
3.50-3.39 (m, 4H), 2.76 (d, J = 7.4Hz, 2H), 2.64 (q, J = 7.4Hz, 2H), 2.42-2.25 (m, 
IH), 1.58-1.82 (m, 2H), 1.17 (t, J = 7.6Hz, 3H), 1.07 (t, J = 7.4Hz, 3H)o 

mmn^Q (13$) 
N-liKa^v-2 (S) 5 -X h^vpt V- 4 (S) - 

[N- (4 ->f-;V7x-;w*;i';K-;i') T^/] ^>^>T5 K 



TLC : R f 0.56 (^'nn!!^;l/A : y ^ y-;w= 9 : 1) ; 

NMR (d6-DMS0) : d 10.32 (s, IH), 8.64 (s, IH), 8.00 (d, J = 8.7Hz, IH), 7.73 
(d, J = 8.1Hz, 2H), 7.26-7.05 (m, 7H), 4.54 (s, 2H). 4.26-4.15 (m, IH), 3.51-3.37 (m, 
4H), 2.73 (d, J = 7.2Hz, 2H), 2.32 (s, 3H), 2.39-2.25 (m, IH), 1.80-1.58 (m. 2H), 
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1.05 (t, J = 7.1Hz, 3H)o 
^mmA Q (13 6) 

(S) v^P- 5 h h ^ v- 4 (S) - 

[N- (4 hn7i-;i'5!;;i/>K-;i') T^y] ^^rJ'vr^K 



TLC : R f 0.25 : ^ ^y-;t'= i 9 : i) : 

NMR (d6-DMSO) : S 10.36 (d, J = 1.5Hz, IH), 8.67 (d, J = 1.5Hz, IH), 8.50 (d, 
J = 8.4Hz, IH), 8.30 (d, J = 9.0Hz, 2H), 8.08 (d, J = 9.0Hz, 2H), 7.25-7. 1 1 (m, 5H), 
4.56 (s, 2H), 4.23 (m, IH), 3.50 (d, J = 5.7Hz. 2H), 3.43 (q, J = 7.2Hz, 2H), 2.75 (m, 
2H), 2.36 (m, IH), 1.72 (m, 2H), 1.07 (t, J = 7.2Hz, 3H)o 

ggfife^l 4 9 (13 7) 

N-iiKd:^v-2 (S) -^^y;^- 5 h^v^ b^->-4 (S) - 
[N- (2, 2, 3, 3 --f h y^'f-^l'v^' n 7'nii°;l/*Jl/;K-;u) T^y] 
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TLC : R f 0.53 (^nu^jNjWA : p< ^'y-;w=9 : 1) ; 

NMR (d6-DMS0) : S 10.32 (d, J = 1.2Hz, IH), 8.69 (d, J = 1.2Hz, IH), 7.49 (d, 
J = 8.4Hz, IH), 7.24-7.09 (m, 5H), 4.53 (s. 2H), 3.98-3.88 (m, IH), 3.45 (q, J = 
7.2Hz, 2H). 3.37-3.35 (m, 2H), 2.73-2.66 (m, 3H), 2.35-2.25 (m, IH), 1.70-1.43 (m, 
2H), 1.18-1.04 (m, 15H)o 



(13 8) 

(S) - {3-^ Y^iy-<y'y)\^) -5— xh^v^h 

:^v-4 (S) - [N- (4-^5^;t'7^-;w:^f;i--^'-^^) 7^/] -o^y 

T 5. K 



0CH3 




CH3 



TLC : R f 0.53 (^crnj}^;l/A : ^ ^y-^v=9 : 1) ; 

NMR (d6-DMS0) : S 10.33 (d, J = 1.8Hz, IH), 8.67 (d, J = 1.8Hz. IH), 8.06 (d, 
J = 9.0Hz, IH), 7.76 (d, J = 8.4Hz, 2H). 7.24 (d, J = 8.4Hz, 2H), 7.13-7.08 (m, IH), 
6.71-6.66 (m, 3H). 4.56 (s, 2H), 4.17-4.30 (m, IH), 3.65 (s, 3H). 3.53-3.41 (m, 4H), 
2.72 (d, J = 7.2Hz, 2H). 2.40-2.30 (m, IH), 2.34 (s, 3H), 1.81-1.59 (m, 2H), 1.07 (t, 
J = 7.2Hz, 3H)o 



(S) --?>v;U-5-ih^v^ (S) 
349 
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[N- (1 -v^O^^-t:^;l'*Jl"-K-;U) T5>] ^>:J'>T5 K 

OCH2CH3 

o 



0. 


r' 


0 


^ 1 





T L C : R f 0.25 y. / ^ / - I 9 : i) ; 

NMR (dfi-DMSO) : 8 10.31 (brs. IH), 8.65 (brs, IH), 7.28-7.08 (m, 6H), 6.49 
(brs, IH), 4.53 (s, 2H), 4.05 (m, IH), 3.43 (q, J = 7.2Hz, 2H), 3.47-3.35 (m, 2H), 
2.69 (m. 2H), 2.28 (m, IH), 2.20-2.04 (m, 4H), 1.74-1.46 (m, 6H), 1.09 (t, J = 7.2Hz, 
3H)o 



Q (14 0) 



N_li)cni^v-2 (S) -'^'✓i^^l'-S-J^h^v^ b^'>-4 (S) - 
[N [ (1 -v^n^^-b>- 4 -^;i/) ijn^yi-'=-)i^] r<y] ^yf^^T^ 

K 





r 

0 






ZX 



OCH2CH3 
o 

\5 



TLC : R f 0.25 mt^^^> : ^^y-;u=i 9 : i) ; 

NMR (d6-DMSO) : d 10.31 (brs, IH), 8.67 (brs, IH), 7.54 (d, J = 8.4Hz, IH). 
7.24-7.08 (m, 5H), 5.64 (m, 2H), 4.53 (s, 2H), 3.95 (m, IH), 3.43 (q, J = 7.2Hz, 2H). 
3.47-3.28 (m, 2H), 2.75-2.63 (m, 2H), 2.33-1.44 (m, lOH), 1.09 (t, J = 7.2Hz. 3H)o 
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^mmA Q (14 1) 

N-liKni|rv-2 (S) > 5 h ^ v> b + 4 (S) - 



TLC : R f 0.63 (^nn5^;i/A : ^ ^y-;l/=9 : 1) ; 

NMR (d6-DMS0) : S 10.33 (s. IH). 8.65 (s, IH), 7.78-7.69 (m, 3H), 7.25-7.08 
(m. 5H), 6.69 (d, J = 9.0Hz. 2H), 4.58 (s, 2H), 4.29-4.18 (m, IH), 3.56-3.41 (m, 4H), 
2.97 (s. 6H), 2.77 (d, J = 7.2Hz, 2H), 2.42-2.32 (m, IH), 1.82-1.62 (m, 2H), 1.10 (t, 
J = 6.9Hz, 3H)o 

^mm 4 9 ( 1 4 2) 

(S) -^>v;i/-5-J^h*v^ b^'>-4 (S) - 





o 



TLC : R £ 0.37 i^uut-)UA : ^ ^y-;u=9 : i) ; 
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NMR (dg-DMSO) I S 10.37 (s, IH). 8.68 (s, IH), 8.24 (d, J = 8.7Hz, IH). 8.08 
(s. IH). 7.98-7.87 (m, 4H), 7.48 (s. IH). 7.28-7. 10 (m. 5H), 4.58 (s. 2H), 4.32-4.19 
(m, IH). 3.58-3.40 (m, 4H), 2.77 (d, J = 6.9Hz, 2H), 2.42-2.32 (m, IH), 1.83-1.61 
(m, 2H), 1.09 (t, J = 7.2Hz, 3H)o 

^mmAQ (14 3) 

+ (S) -^>i^}l^-5-:i-V^'y^Y^'y-4 (S) - 

[N- (4-->< h^v'*;>^jK-;i'7i-;l/*;U;K::^;i/) T5y] ^>^>r^ 
K 



TLC : R f 0.31 (^^nojhji/A : jt^^ j-)u= 1 9 : 1) : 

NMR (dg-DMSO) : S 10.38 (s, IH), 8.69 (s, IH), 8.35 (d, J = 8.4Hz, IH), 8.04 
(d, J = 8.8Hz, 2H), 7.98 (d, J = 8.8Hz, 2H). 7.28-7.06 (m, 5H), 4.58 (s, 2H), 4.35- 
4.18 (m, IH), 3.89 (s, 3H), 3.60-3.39 (m, 4H). 2.77 (d, J = 7.0Hz, 2H), 2.42-2.28 (m, 
IH), 1.88-1.59 (m, 2H), 1.09 (t, J = 7.0Hz, 3H)o 

mmm 4 9 (i 4 4 ) 

N-liKn:^^v-2 (S) -^>v;i/-5 -ih^v^ (S) - 

[N- (v^n^>f-;i/*;W5K^;w) T^y] ^>^>T^ K 




o 
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T L C : R f 0.51 i^it^ > : ^ ^ y -;u= 9 : 1) ; 

NM R (d6-DMS0) I S 10.32 (brs, IH), 8.68 (brs, IH), 7.49 (d, J = 8.7Hz, IH), 
5 7.25-7.08 (m, 5H), 4.53 (s, 2H), 3.92 (m, IH), 3.43 (q, J = 7.2Hz, 2H), 3.40-3.35 (m, 
2H), 2.72 (dd, J = 13.5, 8.7Hz, IH), 2.65 (dd, J = 13.5, 5.6Hz, IH), 2.49 (m, IH), 
2.29 (m, IH), 1.80-1.40 (m, lOH), 1.09 (t, J = 7.2Hz, 3H)o 

^jife^l4 9 (1 4 5) 

10 (S) - {i-y 9 - 2 -4 }\^) -5 -J^h^'y^ h 

^v-4 (S) - [N- (b7>;^-4-^f^;i^vj:^n^^v;P:^;u#-;i') 




TLC : R f 0.31 (^on/i^;i/A : y~)i= i 9 : 1) ; 

NMR (d6-DMS0) : d 10.33 (s, IH), 7.90-7.73 (m, 3H), 7.60 (s, IH), 7.54-7.37 
(m, 3H), 7.34-7.22 (m, IH), 4.60-4.46 (m, 2H), 4.12-3.90 (m, IH), 3.52-3.22 (m, 
4H), 2.87 (d, J = 6.6Hz. 2H), 2.45-2.28 (m, IH), 2.17-1.94 (m, IH), 1.88-1.18 (m, 
20 lOH), 1.09 (t, J = 7.0Hz, 3H), 1.00-0.72 (m, 4H)o 
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(S) -^>v;v-5-J^h^'>^ H^'>-4 (S) - 



K 



5 




r 



,OCH2CH3 



O 



HO 



O 



CF3 



T L C : R f 0.58 (rJ' nn;J?;i/A \ :^ 9 J —)i^= 9:1); 

NM R (d6-DMSO) : 5 10.34 (s, IH), 8.67 (d, J = 2.1Hz, IH), 8.38 (d, J = 8.7Hz, 
IH), 8.04 (d, J = 8.4Hz, 2H), 7.83(d, J = 8.4Hz, 2H). 7.25-7.10 (m, 5H), 4.56(s. 2H), 
4.30-4. 18 (m, IH). 3.50-3.36 (m , 4H), 2.76-2.74 (m, 2H), 2.41-2.30 (m, IH), 1.81- 
1.62 (m, 2H), 1.07 (t, J = 7.2Hz, 3H)o 

4 9 ( 1 4 7) 

N_tKni^v-2 (S) -^>y;W-5--xh^vP« h^^>-4 (S) - 
[N- (4-3- K7x Tl^] ^V^VT^ K 



T L C : R f 0.45 (:J' nn;4^;i/A : ^ ^ J 9 11) \ 

NMR (d6-DMS0) : 5 10.33 (s, IH), 8.65 (brs. IH), 8.19 (d, J = 
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7.83 (d, J = 8.4Hz, 2H), 7.63 (d, J = 8.4Hz, 2H), 7.24-7.09 (m, 5H), 4.55 (s, 2H). 
4.28-4.15 (m, IH). 3.48-3.39 (m, 4H). 2.74 (d. J = 7.2Hz, 2H), 2.38-2.29 (m, IH), 
1.79-1.59 (m, 2H), 1.06 (t, J = 7.2Hz, 3H)o 

5 ^i^Md 9 (14 8) 

N-t Knilr v- 2 (S) -^>'v;i'-5-J^h^v'> (S) - 

[N- [4- ( 2 -3- Kj^^-;!') 7 r^^] ^>^y 
K 



TLC : R f 0.37 (rJ^napJsiVA : ^y-;i/=9 : 1) i 
NM R (d6-DMS0) : S 10.35 (s, IH), 8.66 (d, J = 1.5Hz, IH), 8.28 (d, J = 8.4Hz, 
IH), 7.90 (d. J = 8.4Hz, 2H), 7.71 (d, J = 8.4Hz, 2H), 7.24-7.10 (m, 5H), 4.56 (s, 
15 2H), 4.29-4.18 (m, IH), 3.50-3.35 (m, 4H), 2.75 (d, J = 6.9Hz. 2H), 2.40-2.31 (m, 
IH), 1.81-1.61 (m, 2H), 1.07 (t, J = 6.9Hz, 3H)o 

m:^^] A Q (14 9) 
N_tKn^i/-2 (S) ---^Vv^l'-S-J^h+v^ v-4 (S) - 
20 [N- {i/^u^-f^)Vij)U7^::.)V) 71^] ^^^J'^T^K 



10 
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T L c : R f 0.26 (ig-fb^ •?^u>:p{^y~;u=i9:i) ; 

NMR (d6-DMS0) : S 10.32 (brs, IH), 8.68 (brs, IH), 7.41 (d, J = 8.7Hz, IH), 
7.25-7.08 (m, 5H), 4.53 (s, 2H), 3.90 (m, IH), 3.43 (q, J = 7.2Hz, 2H), 3.40-3.30 (m, 
2H), 2.68 (m, 2H), 2.33-2.20 (m, 2H), 1.80-1.30 (m. 14H), 1.09 (t, J = 7.2Hz, 3H)o 

^mmA 9 (1 5 0) 

N-liKni(rv-2 (S) -^>v;V-5-J^h+v^ (S) - 

[N- (2 T^y] ^>^>7<h* 




TLC : R f 0.48 (^J' on.-f:;i<'iN : ^ ^y-;u=9 : 1) ; 

NMR (dg-DMSO) : d 10.35 (s, IH), 8.17 (d, J = 9.0Hz, IH), 7.79-7.76 (m, IH), 
7.72-7.69 (m, IH), 7.23-7.06 (m, 6H), 4.54 (s, 2H), 4.19-4.08 (m, IH), 3.50-3.38 (m, 
4H), 2.76-2.67 (m, 2H), 2.40-2.30 (m, IH), 1.79-1.57 (m, 2H), 1.05 (t, J = 7.2Hz, 
3H)o 

4 9 (15 1) 

(R) - (3. 4, 4- h ';yf■;^-2, 5-v*^V 
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^ < ^V*V v> - 1 --f JL') ^ f-;^- 5 -j:- h h^v- 4 (S) - [N 



TLC : R f 0.41 (;^nnv-^;l/A : p< ^y-;p=9 : 1) ; 

NMR (dg-DMSO) : d 10.63 (s, IH), 8.78 (s, IH), 7.99 (d, J = 7.8Hz, IH), 7.73 
(d, J = 8.1Hz, 2H), 7.24 (d, J = 8.1Hz, 2H), 4.57 (s, 2H), 4,10-3.95 (m, IH). 3.60- 
3.30 (m, 6H, overlap with H20in DMSO), 2.78 (s, 3H), 2.70-2.50 (m, IH), 2.35 (s, 
10 3H), 1.72 (t, J = 6.9Hz, 2H), 1.30 (s, 3H), 1.28 (s, 3H), 1.08 (t, J = 6.9Hz, 3H)o 

mmn^9 (15 2) 
N-H Kn:3|rv-2 (S) -^>'7;i'-5-J^h^v;^ h + v-4 (S) - 



TLC : R f 0.38 (^DDj}^;i/i^ :> ^y-;i/=9 : 1) ; 
NMR (dfi-DMSO) : S 10.35 (s, IH), 8.27 (d. J = 8.7Hz, IH), 7.60 (d, J = 3.9Hz, 
20 IH), 7.27-7.17 (m, 3H), 7.17-7.06 (m, 3H), 4.53 (s, 2H), 4.14-4.03 (m, IH), 3.49- 




5 



15 
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3.36 (m, 4H), 2.78-2.63 (m, 2H), 2.38-2.27 (m, IH), 1.77-1.56 (m, 2H), 1.05 (t, J = 
6.9Hz, 3H)o 

mmmA 9 (15 3) 

5 N-liKn:^v-2 (S) v;i/- 5 h ^'>> h ^ v- 4 (S) - 

[N- (4 -•/n^7i-;u*;u**-;u) T5y] ^>:J'>T^K 



10 TLC : R f 0.46 (^no>^;i/A : > ^y-;u=9 : 1) ; 

NMR (d6-DMSO) : d 10.32 (s, IH), 8.19 (d. J = 8.4Hz, IH), 7.78 (d, J = 8.5Hz, 
2H), 7.64 (d, J = 8.5Hz, 2H), 7.23-7.06 (m, 5H), 4.54 (s, 2H), 4.24-4.13 (m, IH), 
3.50-3.36 (m, 4H), 2.76-2.69 (m, 2H), 2.38- 2.27 (m. IH), 1.79-1.58 (m, 2H). 1.05 (t, 
J =7.0Hz, 3H)o 

15 

mtkm 4 9 (15 4) 

(S) -^>v^;i/-5-^h^v>< (S) - 

[N- (4 -k Ko^v>f-;w-7i-;i/*;WzK-;i') T^/] ^>^>T5K 




20 
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TLC : R f 0.25 {^unt^)VA : ;<^y-;w=9 : 1) ; 

NMR (d6-DMS0) : S 10.32 (s, IH), 8.65 (s, IH), 8.04 (d, J = 8.4Hz, IH), 7.79 
(d, J = 7.8Hz, 2H), 7.35 (d, J = 7.8Hz, 2H), 7.23-7.06 (m, 5H), 5.26 (t, J = 5.7Hz, 
IH), 4.55 (s, 2H), 4.52 (d, J =5.7Hz, 2H), 4.27-4.15 (m. IH). 3.55-3.37 (m, 4H), 
2.76-2.70 (m, 2H), 2.34 (m, IH), 1.81-1.59 (m, 2H), 1.06 (i. J = 7.2Hz, 3H)o 

^j^sMAQ (15 5) 

(S) - i^y^/^ty JL>-3-^)i^) -5-.:^h^ 
c,^,.^c/_4 (s) - [N- (h7>;^-4 -^-^^l^viJ^D^^^^^^^^^^* 



T L C : R f 0.37 nn*;l/A \ ^ 9 J — ;v= 19:1) ; 

NMR (d6-DMSO) : 8 10.39 (s, IH), 8.72 (s, IH), 7.95-7.90 (m, IH), 7.83-7.76 
(m, IH), 7.48 (d, J = 8.7Hz, IH), 7.40-7.30 (ra, 2H). 7.29 (s, IH), 4.56-4.48 (m, 2H), 
4.12-3.97 (m, IH), 3.47-3.28 (rn, 4H). 3.01 (dd, J = 14.4, 9.3Hz. IH), 2.93 (dd, J = 
14.4, 5.1Hz, IH). 2.56-2.41 (m. IH), 2.09-1.96 (m. IH), 1.82-1.53 (m, 6H), 1.48- 
1.20 (m. 3H), 1.09 (t, J = 6.9Hz, 3H). 0.98-0.78 (m. 5H)o 

•^l ^mt. Q fl 5 6) 
N-liKn^v-2 (S) --^>y;l/-5-J-b^v^ H^'>-4 (S) - 
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HO 




O 



,OCH2CH3 



O 



CN 



TLC : R f 0.32 (^'nn*;!/^ : 19:1) ". 

NMR (d6-DMS6) : 8 10.38 (s, IH). 8.69 (s. IH), 8.42 (d, J = 8.7Hz, IH), 8.02 
5 (d, J = 8.4Hz, 2H). 7.94 (d, J = 8.4Hz, 2H), 7.30-7.09 (m, 5H), 4.58 (s, 2H), 4.31- 
3.97 (m, IH). 3.57-3.39 (m, 4H), 2. 83-2.68 (m, 2H), 2.42- 2.30 (m, IH). 1.83-1.61 
(m, 2H). 1.09 (t, J =7.2Hz. 3H)o 

■M.^m 4 9 (15 7) 

10 N-liKn:^v-2 (S) --^>v;V- 5 - J- h^v^ 4 (S) - 

[N- [ (1 -T-fef-jwti^u v>-4--r;i^) T^y] ^ 



TLC : R f 0.64 ( :J' n n z-^: ;u A : ^ y — ;^ = 5 : 1 ) ; 
NMR (d6-DMS0) : S 10.32 (brs. IH). 7.58 (brd, J = 9.0Hz, IH), 7.25-7.08 (m, 
5H). 4.53 (s. 2H), 4.32 (brd, J = 9.6Hz, IH), 3.93 (m, IH). 3.79 (brd. J = 12.6Hz. 
IH), 3.43 (q. J = 6.9Hz, 2H), 3.35 (m, 2H), 2.98 (brt, J = 12.0Hz, IH). 2.68 (m. 2H), 
20 2.49 (m, IH), 2.40-2.20 (m, 2H), 1.98 (s. 3H). 1.75-1.30 (m, 6H), 1.09 (t, J = 6.9Hz, 




15 
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^Hsm A 9 (15 8) 

N-tKnilrv-2 (S) 5 h ^v'^ ^ ^ 4 (S) - 



TLC : R f 0.39 (^^ oo.-^:;i/A : ^ : B^^= 7 : 2 : i) ; 

NMR (d6-DMS0) : S 10.30 (brs, IH), 8.67 (brs, IH), 7.48 (brd, J = 9.0Hz, IH), 
7.24-7.07 (m, 5H), 4.52 (s. 2H). 3.93 (m, IH), 3.42 (q, J =7.2Hz, 2H), 3.34 (m, 2H), 
2.70 (m, 4H), 2.26 (m, IH), 2.00 (m, IH), 2.10 (s, 3H). 1.81-1.45 (m, 8H),1.08 (t, J 
= 7.2Hz. 3H)o 

^HsMAC) M 5 9) 

(S) -^>y;b-5-J^b^v^ b^'>-4 (S) - 
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TLC : R f 0.36 (^nn;j^;i/A : ^ ^y-;i/=9 : 1) ; 

NMR (dg-DMSO) I S 10.38 (s, IH), 10.09 (s, IH), 8.69 (s. IH), 8.38 (d, J = 
8.4Hz, IH), 8.05 (d, J = 8.4Hz, 2H), 7.99 (d, J = 8.4Hz. 2H). 7.30-7.20 (m, 2H), 
7.20-7.10 (m, 3H), 4.58 (s, 2H), 4.32-4.20 (m, IH), 3.60-3.40 (m, 4H), 2.83-2.70 (m, 
2H), 2.45-2.32 (m, IH), 1.85-1.62 (m, 2H), 1.09 (t, J = 6.9Hz, 3H)o 

^mm4. 9 (16 0) 

(S) - (3 h^v"^>v;l') 

^v-4 (S) - [N- (4-->d'7j:-;u*;i^'-K--'1') T<y] ^y^^y 



TLC : R f 0.40 (i:^nn.-^;l/A : > ^ y - ;i-= 9 : 1 ) ; 

NMR (d6-DMSO) I d 10.38 (d, J = 1.8Hz, IH), 8.70 (d, J = 1.8Hz, IH), 8.51 (d, 
J = 8.4Hz, IH), 8.31 (d. J = 8.9Hz, 2H), 8.09 (d, J = 8.9Hz, 2H), 7. 18-7. 10 (m. IH), 
6.75-6.65 (m, 3H), 4.58 (s, 2H), 4.30-4.20 (m, IH), 3.69 (s, 3H), 3.60-3.40 (m, 4H), 
2.80-2.65 (m, 2H), 2.45-2.30 (m, IH), 1.85-1.60 (m, 2H), 1.09 (t, J = 7.1Hz, 3H)o 

^fjft;<Wl4 9 (16 1) 

(S) - (3-^ b^v^^v^^^) -S-J^h^v^b 
(S) - [N- (4 -^nn7i-JU*;W**-;W) T 5 y] 




OCH3 



362 



wo 99/19296 



PCT/JP98/04529 



T5 K 




OCH3 



OCHaCHs 



HO 



CI 



5 TLC : R f 0.47 (^on,-^;i/A : ^^y-;w=9 : 1) ; 

NM R (d6-DMSO) I S 10.36 (s, IH), 8.23 (d, J = 8.4Hz, IH), 7.89 (d, J = 8.6Hz, 

2H), 7.53 (d, J = 8.6Hz, 2H). 7.17-7.08 (m, IH), 6.80-6.65 (m, 3H), 4.58 (s, 2H), 
4.30-4.18 (m, IH), 3.68 (s, 3H), 3.60-3.35 (m, 4H, overlap with H20 in DMiSO). 
2.80-2.65 (m, 2H), 2.42-2.30 (m, IH), 1.85-1.60 (m, 2H), 1.09 (t, J = 6.9Hz, 3H)o 

10 

mmmA 9 (1 6 2) 

(S) - (4 h^v^>v^;v) 
^v-4 (S) - [N- (4 r^y] ^>^> 



TLC : R f 0.49 (i^Dn.i^;UA : p<^y-;i/=9 11); 
NMR (dg-DMSO) : 3 10.30 (s, IH), 8.64 (s, IH), 8.02 (d, J = 8.8Hz. IH), 7.75 
20 (d, J = 8.4Hz, 2H), 7.24 (d, J = 8.4Hz, 2H), 7.02 (d, J = 8.4Hz, 2H), 6.76 (d, J = 
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8.4Hz, 2H). 4.56 (s, 2H), 4.12-4. 30 (m, IH). 3.68 (s, 3H), 3.49-3.38 (m, 4H), 2.68 
(d, J = 7.4Hz, 2H), 2.39-2.22 (m, IH), 2.34 (s, 3H), 1.82-1.58 (m, 2H), 1.07 (t, J = 
7.2Hz, 3H)o 



5 ^fi{b^l4Q M 6 3) 

(S) - (2 h^->'^>V''^) -S-J^-h^v^h 

^'>-4 (S) - [N- (4-^^;i'7i-;t'*;i"^*-''^) ^y^y 




TLC : R f 0.51 (i^on*;i/A : ^ 3'/-;i/=9 : i) ; 

NMR (d6-DMSO) : 8 10.30 (s, IH), 8.63 (d. J = 1.5Hz. IH), 7.93 (d, J = 8.4Hz, 
IH). 7.74 (d. J = 8.4Hz, 2H), 7.23 (d, J = 8.4Hz, 2H), 7.16-6.76 (m, 4H), 4.55 (s, 
15 2H). 4.19-4.08 (m, IH), 3.62 (s, 3H), 3.48-3.38 (m, 4H), 2.71-2.62 (m, 2H), 2.51- 
2.40 (m, IH), 2.33 (s, 3H), 1.75-1.70 (m, 2H), 1.06 (t, J = 7.2Hz, 3H)o 



^ ^t^ 4 9 (16 4 ) 

(S) - {-t-y^vy-X-^-i^) 
i^V-4 (S) - [N- (4 ->^;^7a::^;W*;l"K^;V) T^^] 

K 
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TLC : R f 0.44 (i^nn.i^;i'A : ^^y-;u=9 : 1) ; 

NMR (d6-DMS0) : S 10.24 (s, IH), 8.61 (s, IH), 8.11 (d, J = 8.4Hz, IH), 7.98 

5 (d, J = 8.4Hz, IH), 7.86-7.79 (m, 4H), 7.74-7.71 (d, J = 8.4Hz, IH), 7.44-7.23 (m, 
5H), 4.54 (s, 2H), 4.30-4.20 (m, IH), 3.50-3.47 (m, 2H). 3.95 (q, J = 7.2Hz, 2H), 
3.29-3.10 (m, 2H), 2.62-2.51 (m, IH), 1.95-1.75 (m, 2H), 1.04 (t, J = 7.2Hz, 3H)o 

^^#114 9 M 6 .q) 

10 N-liKD^v'-2 (S) - {3-:!i h^z^^ypJ^) -jLY^i/:^ Y 



(S) - [N- (h7>':^-4-;^^;i/v^n^^v;i/*;w?K— ;w) 



15 

TLC : R f 0.56 (^nn;^;i/A : ^ ^y-;i/=9 : 1) ; 

NMR (d6-DMSO) : S 10.31 (s, IH), 9.00-8.30 (brs, IH), 7.44 (d, J = 8.7Hz, IH), 
7.13 (t, J = 8.0Hz, IH), 6.80-6.65 (m, 3H), 4.55 (d, J = 6.6Hz, IH), 4.51 (d, J = 
6.6Hz, IH), 4.00-3.85 (m, IH), 3.70 (s, 3H), 3.44 (q, J = 7.1Hz, 2H), 3.50-3.20 (m. 
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2H), 2.75-2.50 (m, 2H). 2.30-2.20 (m, IH), 2.10-1.90 (m, IH). 1.80-1.20 (m. 9H), 
1.09 (t, J = 7.1Hz, 3H). 0.84 (d, J = 6.6Hz, 3H), 1.00-0.80 (m, 2H)o 

^ ffiM AC) (16 6) 

(S) -^yv)i^-5-^h^iy^ h^y'-A (S) - 




TLC : Rf 0.40 {iKit^^\^y : >^^->'i'=9 : i) ; 

NMR (d6-DMSO) : S 10.30 (brs, IH), 8.67 (brs, IH), 7.48 (brd, J = 8.4Hz, 
0.4H), 7.41 (brd, J = 8.4Hz, 0.6H), 7.24-7.08 (m, 5H), 4.53 (s, 2H), 3.93 (m, IH), 
3.43 (q, J = 7.2Hz, 2H), 3.34 (m, 3H), 3.21 (s, 1.2H), 3.18 (s, 1.8H), 2.67 (m, 2H), 
2.30-1.30 (m, 12H), 1.09 (t, J = 7.2Hz, 3H)o 

^^MA Q (16 7) 

Kn^ v-2 (S) 
v> (S) - [N 
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TLC : R f 0.43 (^'na;^;i/i^ : ^^y-;l/=9 : 1) ; 

NMR (dg-DMSO) : 3 10.38 (d, J = 1.2Hz, IH), 8.68 (d, J = 1.2Hz, IH), 8.27 (d, 

5 J = 8.4Hz, IH), 7.91 (d, J = 7.5Hz, IH), 7.83-7.76 (m, 3H), 7.69-7.66 (m, 2H), 7.34- 
7.22 (m, 3H), 4.55 (s, 2H), 4.38-4.25 (m, IH), 3.49 (d, J = 5. IHz, 2H), 3.41 (q. J = 
7.2Hz, 2H), 3.02-2.98 (m, 2H), 2.56-2.48 (m, IH), 1.91-1.70 (m, 2H), 1.04 (t, J = 
7.2Hz, 3H)o 

10 ^^ife^4 9 M fi S) 

(S) - ('^vy^^V Ji>-3 --f ;w) - 5 - h ^ 
v>h+v-4 (S) - [N- (4-^nn7i-;U*;U*'-J^) T5y] ^ 



TLC : R f 0.44 ^D.-^^;l/A ; :^^y'-)U=9 : 1) ; 
NMR (dg-DMSO) : S 10.38 (d. J = 1.5Hz, IH), 8.68 (d, J = 1.5Hz, IH), 8.27 (d, 
J = 8.4Hz, IH), 7.93-7.87 (m, 3H), 7.78 (d.J = 7.5Hz, IH), 7.55-7.52 (m, 2H), 7.34- 
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7.22 (m, 3H), 4.55 (s, 2H), 4.38-4.24 (m, IH), 3.49 (d. J = 5.4Hz, 2H), 3.41 (q, J = 
7.2Hz. 2H). 3.04-2.92 (m, 2H), 2.58-2.42 (m, IH), 1.90-1.70 (m, 2H), 1.05 (t, J = 
7.2Hz, 3H)o 

^^#114 9 ( 1 6 9) 
N-HKni|fv-2 (S) -^>v;i'-5 --x b^v^ v-4 (S) - 
[N - [ ( 2 - ^' o n t: 'J V > - 5 - ^W) iJ T^y] ^>^>T 

5 K 



TLC : R f 0.36 (^'Dn.-}^;i/A : ^.^ : 1) i 

NMR (dg-DMSO) : d 10.35 (s, IH), 8.81 (d, J = 2.4Hz, IH), 8.65 (s, IH), 8.43 
(d, J = 9.0Hz. IH). 8.21 (dd, J = 2.4Hz, 8.5Hz, IH). 7.61 (d, J = 8.5Hz, IH), 7.24- 
7.07 (m, 5H), 4.54 (s, 2H), 4. 24-4.14 (m, IH), 3.50-3.37 (m, 4H), 2.79-2.66 (m, 2H), 
2.39-2.28 (m, IH), 1.79-1.60 (m, 2H), 1.05 (t, J = 7.1Hz, 3H)o 

^^#11 4 9 ( 1 7 0) 



N_liKn:^rv-2 (S) - (3, 5-v> h^v^>v;P) - 5 h ^ 
v^h^v-4 (S) - [N- (4 -p'f-^^T T^y] ^ 
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5 



10 



0CH3 






r' 


H 1 


JO 




0 



,OCH2CH3 



CH3 



TLC : R f 0.33 (^7on*;i/A : ^ ^7-;!/= 9 : 1) ; 

NMR (d6-DMS0) : S 10.33 (brs. IH), 8.67 (brs, IH). 8.02 (brd, J = 8.7Hz. IH), 
7.76 (d. J = 8. IHz, 2H), 7.25 (d, J = 8.1Hz, 2H). 6.26 (s. 3H), 4.57 (s. 2H). 4.24 (m, 
IH), 3.63 (s, 6H), 3.49 (m, 2H). 3.45 (q, J = 7.2Hz, 2H), 2.68 (brd, J = 7.2Hz, 2H), 
2.34 (s. 3H), 2.34 (m. IH). 1.80-1.59 (m, 2H), 1.07 (t, J = 7.2Hz, 3H)o 

^filfFlUQ M 7 1) 

(S) -^yvr\^-^-:^^^'y^^^"^-^ ^S) - 



OCH2CH3 





r' 

0 






H 



15 TLC : R f 0.38 (i^nn;^;vA : ^^'/-;i'=9 : 1) ; 

NMR (d6-DMS0) : S 10.29 (d, J = 1.5Hz, IH). 8.65 (d, J = 1.5Hz, IH), 7. 
(bid, J = 8.4Hz, 0.16H), 7.34 (brd, J = 8.4Hz, 0.84H). 7.23-7.08 (m, 5H), 4.52 
2H), 3.95 (m, IH). 3.43 (q, J = 7.2Hz, 2H), 3.35 (m, 2H), 2.68 (m, 2H), 2.30-2. 
(m, 2H), 1.80-1.30 (m, IIH), 1.08 (t. J = 7.2Hz. 3H). 0.88 (d, J = 6.6Hz, 2.5H). 0. 

20 (d. J = 6.6Hz. 0.5H)o 
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N_t;Knit^v-2 (S)- ( 3 -p^ h ^ v'^l') - 5 - h ^ b 
i^->_4 (s) - [N- (4-v7 7 7ai-;U:^;i"-K-Jl') T^^] ^^^'^ 



T L C : R f 0.32 (^J' n D /i^;i'A : ^ ^ y -;i/= 1 9 : l ) ; 

10 NMR (d6-DMS0) : S 10.37 (s. IH), 8.68 (s, IH), 8.42 (d, J = 8.4Hz, IH), 8.02 
(d, J = 8.4Hz, 2H), 7.95 (d. J = 8.4Hz. 2H), 7.20-7.08 (m, IH), 6.76-6.65 (m, 3H). 
4.58 (s, 2H), 4.33-4.15 (m, IH). 3. 68 (s. 3H), 3.55-3.39 (m, 4H), 2.80-2.56 (m, 2H), 
2.43-2.28 (m, IH), 1.88-1.58 (m, 2H), 1.09 (t, J = 7.2Hz, 3H)o 

15 ^*fe<gll4 9 (17 3) 

N_tKDi^v-2 (R) - (3, 4, 4- b'J^-f-^l'-2, 5-v:t^V 
y( ^ f-^V-S -J^h 4 (S) - [N 



5 T< K 




OCH3 



20 
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TLC : R f 0.47 i^uut^)UA : ^ ^ y - ;i/= 1 9 : 1 ) ; 

NMR (d6-DMS0) : S 10.59 (s, IH), 8.78 (s, IH), 7.43 (d, J = 8.4Hz, IH), 4.52 
5 (d, J= 6.9Hz, IH), 4.50 (d. J = 6.9Hz, IH), 3.77-3.65 (m, IH), 3.48-3.33 (m, 4H), 
2.76 (s, 3H), 2.52-2.41 (m, IH), 2.0 3-1.92 (m. IH), 1.45-1.71 (m, 6H), 1.37-1.20 (m, 
IH). 1.27 (s, 3H). 1.26 (s. 3H), 1.08 (t. J = 7.2Hz. 3H), 0.89-0.78 (m, 2H). 0.83 (d, 
J = 6.3Hz, 3H)o 

10 ^tfll4 Q (174) 

N-n KD:it^v-2 (R) - {^>^/7^> -2--<)^) -5-^b^'>^ 
Y^'y-4r (S) - [N- ( h7>;^-4 




TLC : R f 0.42 (^nn*;i/A : p« 1 9 : 1) ; 

NMR (d6-DMS0) : S 10.52 (s, IH), 8.78 (s, IH), 7.52-7.42 (m, 3H), 7.23-7.13 
(m, 2H), 6.53 (s, IH), 4.54 (d, J= 6.6Hz. IH), 4.51 (d. J = 6.6Hz. IH). 3.95-3.82 (m. 
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IH), 3.46-3.33 (m, 4H), 2.97-2.81 (m, 2H), 2.55-2.42 (m, IH), 2.04-1.95 (m, IH), 
1.74-1.56 (m, 7H), 1.39-1.26 (m, 4H), 1.07 (t, J = 7.2Hz, 3H), 0.84 (d, J = 6.6Hz, 
3H)o 

mmmA 9 (175) 

(S) - [N- (4-- hn7x^;i/:^7;U'K-;u) T^y] 

>^>7^ K 



TLC : R f 0.36 (^no.-^;l/i. : ^ ^y-;i.= 1 9 : 1 ) : 
NMR (d6-DMS0) : d 10.42 (s, IH), 8.70 (brs, IH), 8.55 (d, J = 8.4Hz, IH), 
8.32-8.29 (m, 2H), 8.11-8.08 (m, 2H), 7.93-7.90 (m, IH), 7.81-7.78 (m, IH), 7.34- 
7.25 (m, 3H), 4.55 (s, 2H), 4.38-4.25 (m, IH), 3.51 (d, J = 5.7Hz, 2H), 3.41 (q, J = 
7.2Hz, 2H), 3.05-2.94 (m, 2H), 2.57-2.53 (m, IH), 1.91-1.72 (m, 2H), 1.04 (t, J = 
7.2Hz, 3H)o 

mmm 49 (1 7 e ) 

(S) -^>v;i/-5-J^h^v^ h^v-4 (S) - 

[N- (4 -vTy 7 j:-;i'3!;;u;K-;i/) 7^y] ^>^>r< K 




372 



wo 99/19296 



PCT/JP98/04529 




TLC : R f 0.47 (^'nn7ft;i/A : jii^y~)]y=9 : 1) ; 

NMR (dg-DMSO) : S 10.34 (s, IH), 8.66 (s, IH), 8.22 (d, J=8.4Hz, IH), 7.85 

(d, J=8.4Hz, 2H). 7.55 (d, J=8.4Hz, 2H), 7.24-7.09 (m, 5H), 4.56 (s, 2H), 4.35 (s, 
IH). 4.28-4.16 (m, IH), 3.48 (d, J=6.0Hz, 2H), 3.43 (q, J=6.9Hz, 2H), 2.75 (d, 
J=7.2Hz, 2H), 2.40-2.29 (m, IH), 1.81-1.61 (m, 2H), 1.07 (t, J=6.9Hz, 3H). 

mmmA 9 (177) 

N-liKn^v'-2 (S) -^>v;u-5-xh^v^ h^v-4 (S) - 

[N- (4 -^■?^'J7'>v^^n^iirv;i/*;i^#-;i') r^y] ^>^y7^V' 




T L C : R f 0.40 i^it^ i^uy : ;i ^ /-)u=9 : I) ; 

NMR (dg-DMSO) : S 10.31 (s, IH), 8.67 (s, IH), 7.50 (bid, J=8.7Hz, IH), 
7.25-7.08 (m, 5H), 4.61 (s, 2H), 4.53 (s, 2H), 3.93 (m, IH), 3.43 (q, J=6.9Hz, 2H), 
3.35 (m, 2H), 2.68 (m, 2H), 2.25 (m, 4H), 2.05-1.30 (m, 8H), 1.09 (t, J=6.9Hz, 3H)o 

m^mmAQ (i 7 8) 
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10 



N_t:Knit^v-2 (S) v;i/- 5 - ^ b ^ v> h ^ v- 4 (S) - 





r 

^0 








0 



OCH2CH3 
o 



CHO 



TLC : R f 0.38 mt^^i^y : ^^^->'i^=9 : 1) ; 

NMR (dfi-DMSO) : S 10.32 (s, IH), 8.68 (s, IH), 7.96 (s, IH). 7.58 (brd, 
J=8JHz, IH), 7.25-7.08 (m, 5H), 4.53 (s, 2H), 4.13 (brd, J=12.3Hz, IH), 3.93 (m, 
IH), 3.67 (brd. J=10.5Hz, IH), 3.43 (q, J=6.9Hz, 2H), 3.35 (m, 2H), 3.00 (brt, 
J=12.3Hz, IH), 2.75-2.20 (m, 5H), 1.80-1.30 (m. 6H), 1.09 (t, J=6.9Hz, 3H)o 



A Q (17 9) 

(S) -^>v;^-5-^h^v^ b^>'-4 (S) - 
15 [N- [ (1 1 -vi5'D^^-l:>-4 -^^l-) ^^U**^^^] T^y] 



HO 



OCH2CH3 




CH3 



TLC : R f 0.30 nn^;VA : p< ^' y -)\/= 1 0 : l ) 

NMR (d6-DMS0) : S 10.33 (brs, IH), 7.53 (d, J=8.4Hz, IH), 7.30-7.05 (m, 5H), 
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5.35 (brs, IH), 4.54 (s. 2H), 4.00-3.85 (m, IH), 3.60-3.20 (m, 4H), 2.80-2.60 (m, 
2H). 2.40-1.40 (m, lOH), 1.60 (s, 3H), 1.10 (t, J=7 .2Hz, 3H)o 

^tism 4 9 ( 1 8 0) 

N-t:Kn^v-2 (S) 5 h^v^ H^'>- 4 (S) - 

[N- [ (4->-?^;U- 1 -v':J'D'^^-t:-''^) iJf^'i^-^^l T^^] ^ 



TLC : R f 0.35 (^Dn*;i/A : ^y-;i/= 1 0 : 1 ) ; 

NMR (d6-DMS0) : 8 10.32 (s, IH), 8.65 (s, IH). 7.35-7.00(m, 6H), 6.46 (brs. 
IH), 4.54 (s, 2H), 4.20-3.90 (m, IH), 3.50-3.20 (m, 4H), 2.80-2.60 (m, 2H), 2.40- 
2.20 (m, 4H), 1.80-1.50 (m. 5H). 1.20-1.00 (m, IH), 1.09 (t, J=7.1Hz, 3H), 0.93 (d, 
15 J=6.3Hz, 3H)o 

•Mi pm 4 Q (18 1) 



N_iiKn^v-2 (S) -^>v;^-5-ih^v^ H^'>-4 (S) - 

20 
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HO' 




T L C : R f 0.45 nn.-t;;l/A \ ^9 J — ;i/= 9:1) \ 
NMR (d6-DMSO) : 8 10.36 (s, IH), 8.60-8.55 (br, IH), 8.16 (d, J=8.7Hz, IH), 
7.94 (dd, J=9.0, 5.4Hz, 2H), 7.35-7.20 (m, 4H), 7.20-7.08 (m, 3H), 4.58 (s. 2H), 
4.30-4. 18 (m, IH), 3.60-3.40 (m, 4H). 2.82-2.70 (m, 2H), 2.42-2.30 (m. IH). 1.82- 
1.60(m. 2H), 1.09 (t, J=6.9Hz, 3H)o 

yfjfsfini 4 Q (18 2) 

(S) -^>v;i'-5-^ h^v^ (S) - 



TLC : R f 0.38 (^on7^;i/iN ; p« ^y-;i/=9 : 1) : 
NMR (d6-DMS0) I 8 10.36 (s, IH). 8.80-8.55 (br, IH), 8.22 (d, J=8.4Hz, IH), 
7.89 (d, J=8.7Hz, 2H), 7.53 (d, J=8.7Hz, 2H), 7.30-7. 10 (m, 5H), 4.57 (s, 2H), 4.30- 
4.15 (m, IH), 3.60-3.40 (m, 4H). 2.82-2.70 (m, 2H), 2.42-2.30 (m, IH). 1.82-1.60 
(m, 2H), 1.09 (t, J=7.1Hz, 3H)o 
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N-H Kn^lf ^-2 (S) -^V'vOW-S-J^h+i^^ (S) - 

[N- (4 Kn^v n^^v;i^*;u?K-;i/) T^y] •^>^>t5 K 



TLC : R f 0.38 (^nn.-^;i/A : > : ft®?=9 : 1 : 0. 5) ; 

NM R (d6-DMSO) : o 10.29 (s, IH), 7.44 (d, J=8.8Hz, 0.4H), 7.35 (d, J=8.8Hz, 
0.6H), 7.26-7.03 (m, 5H), 4.51 (s, 2H), 4.02-3.82 (m, IH), 3.76-3.67 (m, IH), 3.41 
10 (q, J=7.1Hz, 2H), 3.39-3.26 (m, 2H), 2.72-2.62 (m, 2H), 2.33-2.19 (m, IH), 2.15- 
1.90 (m, IH), 1.87-1.24 (m, lOH), 1.07 (t, J=7.1Hz, 3H)o 

^HHm A 9 (18 4) 
N-t. (S) - > - 3 - 5 - J^V ^ 

15 h^v-4 (S) - [N- ( h7>:^-4 





20 TLC : R f 0.33 (^^nn;^;Ui. : p{ ^y-;i/= 1 9 : 1) ; 

NMR (d6-DMSO) : 8 10.41 (s, IH), 8.74 (s, IH), 7.76-7.56 (m, 2H), 7.55-7.38 
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(m, 2H), 7.37-7.15 (m, 2H), 4.58-4.46 (m, 2H), 4.13-3.90 (m, IH), 3.58-3.30 (m, 
4H), 2.92-2.62 (m, 2H), 2.50-2.34 (m. IH), 2.12-1.92 (m, IH), 1.82-1.50 (m, 6H), 
1.48-1.18 (m, 3H), 1.09 (t, J=7.0Hz, 3H), 1.00-0.70 (m, 5H)o 

m^mmA 9 (18 5) 

(S) - (3-;^ h > v^P) - 5 - J^ h^v^ h 



TLC : R f 0.41 (^'nn;}^;i/A : ^^y-;u=9 : 1) ; 

NMR (d6-DMS0) I S 10.34 (s, IH), 8.67 (s, IH), 8.39 (d, J=8.7Hz, IH), 8.05 
(d, J=8.0Hz, 2H), 7.83 (d, J=8.0Hz, 2H), 7.12 (t, J=8.4Hz, IH), 6.72-6.68 (m, 3H), 
4.57 (s, 2H), 4 .32-4.15 (m, IH), 3.66 (s, 3H), 3.51-3.39 (m, 4H), 2.73 (d, J=7.0Hz, 
2H), 2.41-2.27 (m, IH), 1.82-1.59 (m, 2H), 1.07 (t, J=7.0Hz, 3H)o 

^mmA 9 (18 6) 

N-k: KniSrv-2 (S) - (I - ^ ^JV^ > V- S - ^ J^) -5- (2 
hi^^voi h ^v) >h^v-4 (S) - [N- (h^>'7«-4->f-;Wv 




0CH3 
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H3C 
N 



r 

,0 




TLC : R f 0.33 (^nn.i^;wA : > ^/-;i/= 19:1) ; 

NMR (d6-DMS0) : a 10.30 (s, IH), 8.64 (s, IH), 7.52 (d, J=7.8Hz, IH), 7.42 
5 (d, J=8.4Hz, IH), 7.32 (d, J=7.8Hz, IH), 7.11 (t, J=7.8Hz, IH), 6.98 (s, IH), 6.96 (t, 
J=7.8Hz, IH), 4.58-4.48 (m, 2H), 4.03-3.92 (tn, IH), 3.70 (s, 3H), 3.51-3.25 (m, 
6H),- 3.23 (s, 3H), 2.89-2.70 (m. 2H), 2.43-2.34 (m, IH), 2.08-1.95 (m, IH). 1.80- 
1.48 (m, 6H), 1.47-1.20 (m, 3H), 0.96-0.78 (m, 5H)o 

10 Q (18 7) 

N-tKn^'>-2 (S) -^>v;v-5-ih^v^ H^'>-4 (S) - 

[N- [ (1. 3-v^T>- 2--f;W fj)\^^^^)i^] T^y] ^>^yr^ 



NMR (d6-DMSO) : S 10.33 (s, IH), 8.71 (brs. IH), 7.81 (d, J=8.1Hz, 1 
7.25-7.08 (m, 5H), 4.51 (s, 2H), 4.41 (s, IH), 3.47-3.17 (m, 6H), 2.78-2.56 (m. 4 
2.38-2.27 (m, IH) , 1.98-1.82 (m, 2H). 1.67-1.49 (m, 2H), 1.08 (t, J=7.0Hz. 3H)o 



K 




15 
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10 NMR (d6-DMS0) : S 10.34 (s, IH), 8.68 (brs, IH), 8.22 (d, J=8.7Hz, IH), 
7.81-7.68 (m, 2H), 7.68-7.64 (tn, 2H), 7.12 (t, J=8.1Hz, IH), 6.71-6.66 (m. 3H), 
4.56 (s, 2H), 4.16-4.27 (m. IH), 3.66 (s, 3H), 3.48 (d, J=5.7Hz, 2H), 3.43 (q, 
j=6.9Hz, 2H), 2.71 (d, J=6.0Hz, 2H), 2.39-2.28 (m. IH). 1.79-1.59 (m, 2H). 1.07 (t, 
J=6.9Hz, 3H)o 

15 

(S) - (3-^ h^v-<>v;U) -5-:^b^v^ ^ 

20 



5 K 
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TLC : R f 0.46 (^nn*;l/A : ^ ^^y-;i/=9 : 1) : 
NMR (dg-DMSO) : S 10.35 (s, IH), 8.68 (s, IH), 8.28 (d, J=8.7Hz, IH), 7.62 
(d, J=4.2Hz, IH), 7.26 (d. J=4.2Hz. IH). 7.12 (t, J=7.8Hz. IH), 6.72-6.66 (m, 3H), 
4.55 (s, 2H), 4. 18-4.05 (m , IH), 3.68 (s. 3H), 3.49-3.38 (m, 4H), 2.75-2.62 (m, 2H), 
2.38-2.26 (m, IH). 1.78-1.58 (m, 2H), 1.07 (t, J=7.2Hz. lH)o 

mmmA. 9 (190) 

N-E Kni!rv-2 (S) - (2-^ Y^i/^>'J}1^) -5 -J^Y^i^^ b 
^v-4 (S) - [N- ( h 7 4 -p<f-;i^v^^ a^^v'^^*-'^^*-''^) 

75 ^y'^yr^ K 




TLC : R f 0.30 (^na/i-s;UA : p( ^ y - ;i/= 1 9 : 1) ; 

NMR (d6-DMS0) : S 10.31 (s, IH), 8.67 (s, IH). 7.36 (d, J=8.0Hz, IH), 
7.21-7.09 (m, IH), 7.08-7.00 (m. IH), 6.89 (d, J=7.4Hz, IH), 6.81 (t, J=7.4Hz, IH), 
4.56-4.48 (m, 2H), 3.90-3.75 (m, IH). 3.74 (s, 3H), 3.43 (q, J=7.0Hz, 2H), 3.40- 
3.24 (m, 2H), 2.80- 2.56 (m, 2H). 2.44-2.28 (m. IH). 2.09-1.89 (m, IH), 1.78-1.48 



381 



wo 99/19296 



PCT/JP98/04S29 



(m, 6H), 1.44-1.17 (m, 3H). 1.10 (t, J=7.0Hz, 3H), 1.00-0.70 (m, 5H)o 

Miasm 4 Q (19 1) 

l^-].]ru^iy-2 (S) -^>v;l/-5-j:.h^v> h^>'-4 (S) - 

5 [N- [ (2 v>-5-^;^) T5y] ^yi^>r 



10 TLC : R f 0.22 (i5'nD*;UA : p< ^'y-;i/=9 : 1) ; 

NMR (de-DMSO) I S 10.33 (s, IH). 8.86 (d, J=2.0Hz, IH), 8.64 (s, IH), 8.24 
(d. J=8.8Hz, IH) , 8.06 (dd. J=8.0Hz, 2.0Hz, IH), 7.31 (d, J=8.0Hz. IH), 7.26- 7.06 
(m, 5H), 4.55 (s, 2H), 4.30-4.12 (m, IH), 3.50-3.43 (m, 2H), 3.42 (q, J=7.0Hz, 2H). 
2.78- 2.66 (m. 2H), 2.49 (s. 3H), 2.44-2.27 (m, IH), 1.83-1.56 (m, 2H), 1.05 (t, 

15 J=7.0Hz, 3H)o 

mj ^m 4 9 (19 2) 

■^--[^Y^u^'y- 2 (S) - {^yv'7y> -3 -5--xb^v^ 
h^v-4 (S) - [N- (4 hn7i-;^*^I/'-^'-^l') 

20 yr< K 
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TLC : R f 0.45 (i^nn*;l/A : ^ ^ j 9:1); 

NMR (d6-DMS0) I 8 10.43 (s, IH), 8.71 (brs, IH), 8.54 (d, J=8.4Hz, IH), 8.31 
5 (d, J=8.8Hz, 2H), 8.09 (d, J=8.8Hz, 2H), 7.63-7.60 (m, IH), 7.49 (d, J=7.6Hz, IH), 
7.29-7.13 (m, 2H), 4.55 (s, 2H), 4.38-4.21 (m, IH), 3.51 (d, J=5.6Hz, 2H). 3.42 (q, 
J=7.0Hz, 2H), 2.84 (d, J=7.4Hz, 2H), 2.40-2.20 (m, IH), 1.91-1.63 (m. 2H), 1.05 (t, 
J=7.DHz, 3H)o 

10 ^*fcfai4 9 (1 9 3) 

N-v:Kn:^^v-2 (S) v;W- 5 - h + h ^ v - 4 (S) - 




TLC : R f 0.41 (i^nn^juA : p< g^^=9 : i : 0.5) ; 

NMR (d6-DMS0) : 8 10.29 (s, IH), 8.62 (brs, IH), 7.42 (d, J=:8.7Hz, IH), 
7.24-7.05 (m, 5H), 4.51 (s, 2H), 3.96- 3.85 (m, IH). 3.51-3.25 (m, 5H), 2.73-2.50 (m, 
20 2H), 2.30-2.19 (m, IH), 2.03-1.91 (m , IH), 1.85-1.56 (m, 5H), 1.53-1.24 (m. 3H), 
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1.13-1.03 (m, 5H)o 

v-4 (S) - [N- (4 f-^^7aL-;W:^ 75 y] ^y^^T 

5 K 



T L c : R f 0.50 imt^ ^u>:p<^y-;u=9:i) ; 

NMR (d6-DMSO) : S 10.34 (s, IH), 8.06 (brd, J=8.8Hz, IH), 7.77 (d, J=8.4Hz, 
2H), 7.27-7.03 (m, 6H), 4.57 (s. 2H). 4.23 (m, IH). 3.50 (m, 2H), 3.44 (q. J=7.0Hz, 
2H), 2.90 (m. 2H), 2.34 (s, 3H), 2.34 (m, IH). 1.80-1.60 (m. 2H), 1.08 (t, J=7.0Hz, 
3H)o 

4 Q (19 5) 

N_iiKa^v-2 (S) -^^yjlz-S-ih^v^ b^>-4 (S) - 




>T5 K 
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T L C : R f 0.42 (^'nn5f:;wA : p« ^ : g^®?= 9 : 1 : 0.5) ; 

NMR (d6-DMS0) : S 11.93 (brs, IH), 10.32 (s, IH), 7.98 (d, J=2.4Hz, IH), 
5 7.90 (d, J=8.4Hz, IH), 7.84 (dd, J=2.4Hz, 8.4Hz, IH), 7.24-7.06 (m, 5H), 6.31 (d, 
J=9.6Hz, IH), 4.53 (s, 2H), 4.18-4.02 (m. IH), 3.45-3.33 (m, 4H), 2.75-2.64 (m, 
2H). 2.36-2.25 (m, IH), 1.73-1.53 (m, 2H), 1.06 (t, J=7.0Hz, 3H)„ 

^tisiWl 4 Q (19 6) 
10 (R) - (3. 4, A-V^)^^}^-2, 

>f 5 ^^V'J vV- 1 ->f ;W) ;<f^;i'-5-ih ^^'>- 4 (S) - [N 

_ (4 _^n^7x^;i/*;^**-;w) T^y] ^y^yrs.^ 



I 




T L C : R f 0.53 n a*;i/A \ :^ 9 J -^V= 9:1) \ 

NMR (d6-DMS0) \ B 10.60 (s, IH), 8.75 (brs, IH), 8.19 (d, J=7.8Hz, IH), 

7.77-7.74 (m, 2H). 7.66-7.62 (m, 2H). 4.54 (s, 2H), 4.06-3.96 (m, IH), 3.50-3.37 (m. 
6H), 2.75 (s, 3H), 2.64-2.51 (m. IH), 1.69 (t, J=7.2Hz. 2H), 1.27 (s, 3H). 1.26 (s, 
20 3H), 1.05 (t, J=6.9Hz, 3H)o 

385 
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^pmA 9 (19 7) 

N-lih*n^v-2 (S) - {3-^ _5-xh^v>?h 
:^v-4 (S) - [N- (4 -v> 



TLC : R f 0.50 (i?DD7^;i/i. : pi 3'>'-^i'=9 : 1) ; 

NUR (d6-DMS0) : S 10.36 (s, IH), 8.68 (s, IH), 8.16 (d, J=8.4Hz, IH), 7.89 
(d, J=8.2Hz, 2H), 7.46 (d, J=8.2Hz, 2HX 7.13 (t. J=8.0Hz, IH), 6.80-6.65 (m, 3H), 
5.44 (s, IH), 4.58 (s, 2H). 4.35-4.20 (m, IH), 3.66 (s, 3H), 3.60-3.35 (m, 4H), 3.25 
(s, 6H), 2.74 (d, J=6.9Hz, 2H), 2.45-2.30 (m, IH), 1.85-1.60 (m, 2H), 1.09 (t, 
J=6.9Hz, 3H)o 

^^MA Q (19 8) 

(S) - (3- hU'7;U:tnp{^;i/:i-4rv'^>v^^W - 
5_ihi^v^ h^v-4 (S) - [N- {4-::ruuy^:=.)^i3}\^^^^f^) 




0CH3 



386 




TLC : R f 0.38 (^nn7}>;i/A : ^ y-)u=Q : i) ; 
NMR (dg-DMSO) : S 10.38 (s, IH), 8.70 (s, IH), 8.24 (d, J=8.7Hz, IH), 7.89 
5 (d, J=8.7Hz, 2H), 7.53 (d, J=8.7Hz, 2H), 7.36 (t, J=7.8Hz, IH), 7.20-7.06 (m, 3H), 
4.58 (s, 2H), 4.32-4.18 (m, IH), 3.60-3.40 (m, 4H), 2.90-2.75 (m, 2H), 2.42-2.30 (m, 
IH), 1.85-1.60 (m, 2H), 1.09 (t, J=7.1Hz, 3H)o 

mmm 49 (199) 

10 (S) - (3 h^v'^>v;U) -5-.3^b#vp<b 

^v-4 (S) - [N- [2 hn^:t7x >- 5 --f ;W) T 

5 K 



0CH3 



15 




NO2 



TLC : R f 0.46 {^uu7i-.)\.A ; ^ ^y-;i/=9 : 1 ) ; 
NMR (d6-DMSO) : S 10.38 (s, IH), 8.73-8.69 (m, 2H), 8.13 (d, J=4.5Hz, IH), 
7.83 (d, J=4.5Hz, IH), 7.16-7.11 (m, IH), 6.73-6.67 (m, 3H), 4.56 (s, 2H), 4.18- 
4.09 (m, IH), 3.69 (s, 3H), 3.49 (d, J=8.1Hz, 2H), 3.43 (q, J=7.2Hz, 2H), 2.79-2.63 
20 (m. 2H), 2.29-2.40 (m, IH), 1.80-1.59 (m, 2H), 1.07 (t, J=7.2Hz, 3H)o 
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mmm4 9 (200) 

N-liKn#v-2 (R) - (^^ V* b V T 1 ^V) ^^)^-5 

-ih^vp* (S) - [N- (4 h n7i^;U:*;l'*'->'^) T 
5 ^yJ^^^J'^T^K 



T L C : R f 0.29 {^au7i-^)VA : 5' 7 -;b= 9 : 1 ) ; 
10 NMR (d6-DMSO) IS 10.52 (s, IH). 8.62 (d, J=8.4Hz, IH), 8.32 (d, J=9.0Hz, 

2H), 8.08 (d, J=9.0Hz, 2H), 8.00 (d, J=8.1Hz, IH), 7.80 (d, J=8.1Hz, IH), 7.51 (t, 
J=8.1Hz, IH), 7.34 (t, J=8.1Hz, IH), 4.88 (dd, J=14.1Hz, 9.0Hz, IH). 4.75 (dd, 
J=14.1Hz, 5.7Hz, IH), 4.54 (s, 2H), 4.35-4.24 (m, IH), 3.51 (d, J=5.1Hz, 2H). 3.41 
(q, J=7.2Hz, 2H), 2.95-2.86 (m, IH), 1.86-1.81 (m, 2H), 1.05 (t, J=7.2Hz, 3H)o 



mm^^ 9 (2 0 1) 

N-liKDi|rv-2 (R) - (3, 4, 4- ^^)l^-2 , S-Pt^V 

^ < ryv i^y - 1 }^) ^ ^^i'- 5 -j^ h ^->y h^->- 4 (s) - [n 
- (4 h n7 jL-;v*;W'-K-;i') TS.y] ^y-^vr^ K 




15 



20 
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T L C : R f 0.40 (^'nn^^jl'Ai^^y — ;i'=9:i) ; 

NMR (d6-DMSO) : S 10.63 (s, IH). 8.76 (s, IH), 8.47 (d, J=8.1Hz, IH), 8.28 
5 (d. J=8.9Hz, 2H), 8.03 (d, J=8.9Hz, 2H). 4.56 (s. 2H), 4. 10-3.98 (m, IH), 3.60-3.32 
(m, 6H), 2.76 (s, 3H), 2.65-2.50 (m, IH), 1.80-1.65 (m, 2H), 1.28 (s, 3H), 1.27 (s, 
3H), 1.06 (t, J=7.2Hz, 3H)o 

4 Q (2 0 2) 

10 N-bKni^v-2 (R) - (3. 4. 4-VV;^^)^-2, S-i^t^V 
>f 5 ^V'j v^>- 1 p^^;!/- 5 -J^ ^^>'-4 (S) - [N 



NMR (d6-DMSO) :S 10.61(s, lH),8.75(s. lH),8.18{d,J=8.1Hz. 1H),7. 
(d, J=8.6Hz, 2H), 7.50 (d. J=8.6Hz, 2H), 4.55 (s, 2H), 4.10-3.95 (m, IH), 3.60-3. 
(m, 6H), 2.76 (s, 3H), 2.65-2.45 (m. IH), 1.80-1.62 (m, 2H), 1.28 (s, 3H). 1.26 
20 3H), 1.06 (t, J=6.9Hz, 3H)o 




15 



T L C : R f 0.40 (^^ an*;wA : ^ / — ;i/= 9 : i ) *. 
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mm^d (2Q3) 

N-li KDi|rv-2 (S) - (3 -^i^^UT'n tf;i') 
^i^-A (S) - [N- (4 -7i/^v7aL-Jl/*;U**-;W) T^y] ^> 
5 ^ > T ^ K 



TLC : R f 0.57 (^nn*;i/A : ^ ^y-;«/= 1 0 : 1) ; 
10 NMR (dg-DMSO) : d 10.44 (IH, brs). 8.72 (IH, brs), 8.04 (IH, d, J=8.1Hz), 

7.87 (2H. d, J=8.8Hz), 7.45-7.40 (2H, m), 1.21-1 A2 (6H, m), 7.08-7.04 (2H, m), 
7.01 (2H, d, J=8.8Hz), 4.54 (2H, s), 4.14-4.03 (IH, m), 3.53-3.42 (2H, m), 3.21 (3H, 
s), 2.60-2.40 (2H, m), 2.16-2.06 (IH, m), 1.78-1.60 (2H, m), 1.52-1.38 (4H, m)o 

15 MMA 9 (2 0 4) 

N-iiKDi|rv-2 (S) - (3 -7i-;U7'ne;l') 

(S) - [N- [4- [2E- (4 -:^on7ji-;i') J^r-^l^] 7 




390 




T L C : R f 0.58 {i^ D n;^;^^ : :^ 9 J —)U= 1 0 : 1 ) \ 

NMR (d6-DMSO) :S 10.46(lH,brs), 8.74 (lH,brs). 8.10 (lH,d,J=8.7Hz), 

5 7.86 (2H, d, J=8.3Hz), 7.67 (2H, d, J=8.3Hz), 7.65 (2H, d, J=8.8Hz), 7.44 (2H, d, 
J=8.8Hz), 7.38 (IH, d, J=16.5Hz), 7.32 (IH, d. J=16.5Hz), 7.27-7.22 (2H, m), 7.16- 
7. 12 (3H, m), 4.55 (2H, s), 4. 16-4.05 (IH, m), 3.55-3.46 (2H, m), 3.22 (3H, s), 2.59- 
2.42 (2H, m). 2.17-2.07 (IH, m), 1.79-1.62 (2H, m), 1.53-1.41 (4H, m)o 



10 ^W^^ ^ Q (2 0 5) 

+ (S) - (3-7:n.-;l/7'at:;i') -b-^V^'y^ V 

^,>_4 (s) - [N- [4- (4-7x^;l/-l, 2. 5, 6-fh7liK 
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T L C : R f 0.31 (^^ nn*;i/A : :^ ^ j -)U= 2 0:1) ; 

NMR (d6-DMSO) : S 10.45 (IH, brs), 8.73 (IH, brs), 7.80 (IH, d, J=8.3Hz). 

7.77 (2H, d, J=9.0Hz), 7.48 (2H, d. J=7.2Hz). 7.36 (2H, t, J=7.2Hz), 7.28-7.22 (3H, 
m), 7.16-7.12 (3H, m), 6.98 (2H, d. J=9.0Hz), 6.29 (IH, brs), 4.54 (2H, s), 4.13- 
5 4.02 (IH, m), 3.94 (2H, s), 3.58 (2H, t, J=5.7Hz), 3.53-3.42 (2H, m), 3.21 (3H, s), 
2.66-2.58 (2H, m), 2.58-2.43 (2H, m), 2.18-2.07 (IH, m), 1.78-1.60 (2H, m), 1.52- 
1.40 (4H, m)o 

4 9 (2 0 6 ) 

10 N-liKni^rv-2 (S) - (3 -7i-;^-2 -7'd^^;L') -S-J^h 
^v>b^v-4 (S) - [N- (h7>;^-4-^-?^;vv^'n^^v;i/*;u 



TLC : R f 0.41 i^ruut^jvA : p« ^y-;i/=9 : i) ; 

NMR (d6-DMSO) : d 10.43 (s. IH), 8.73 (brs, IH), 7.43 (d. J=8.4Hz, IH), 
7.33-7.24 (m, 4H), 7.20-7.14 (m, IH), 6.33 (d, J=15.9Hz, IH), 6.08 (dt, J=15.9, 
6.9Hz, IH), 4.53 (s, 2H), 3.90-3.78 (m, IH), 3.44 (q, J=7.1Hz, 2H), 3.40-3.31 (m, 
20 2H), 2.31-2.22 (m, 2H), 2.19-2.08 (m, IH), 2.03-1.92 (m, IH), 1.74-1.58 (m. 5H), 
1.56-1.43 (m, IH), 1.40-1.18 (m, 3H). 1.06 (t, J=7.1Hz, 3H) , 0.91-0.81 (m, 5H)o 

gfcftfe^U 9 (2 0 7) 




15 




,WO 99/10296 PCT/JP98/04529 

N-iiKnilrv-2 (S) - (3 -7x^;P ■^o b 
(S) - [N- (by >X-4->^;Wvi5'D^+v;i/*;i/;K-;i^) 

7 5 y] ^y^>7^ K 




TLC : R f 0.51 (^an*;i/A : ^ ^'y-;u=9 : 1 ) ; 

NMR (d6-DMSO) : 8 10.40 (s, IH). 8.65 (brs, IH), 7.38 (d, J=8.4Hz, IH), 
7.26-7.20 (m, 2H), 7.16-7.08 (m, 3H), 4.53 (s, 2H), 3.83-3.72 (m, IH), 3.49-3.27 (tn. 
10 4H), 2.58-2.38 (m, 2H), 2.04-1.89 (m . 2H), 1.77-1.52 (m, 5H), 1.50-1.21 (m. 8HX 
1.07 (t, J=6.9Hz, 3H). 0.91-0.77 (m, 5H)o 

m:mmA 9 (2 O 8) 

(S) - (2 -Vx^-'l'J^f-^^) -5- (2-^b^v 
15 JLbilrv) pth^v-4 (S) - [N- (h7 >^-4-^-^;«-v^n^^v 
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T L C : R f 0.34 (^^ Dn*;i/A : > 9 y -;w= 1 0 : 1 ) ; 

NMR (d6-DMS0) : <y 10.45 (s, IH), 9.20-8.40 (brs, IH), 7.39 (d, J=8.4Hz, IH), 
7.28-7.23 (m, 2H), 7.20-7.10 (m, 3H), 4.57 (s, 2H). 3.90-3.80 (m, IH), 3.60-3.20 (m. 
6H), 3.22 (s, 3H), 2.60-2.30 (m, 2H), 2. 10-2.00 (m , IH), 2.05-1.90 (m, IH), 1.80- 
5 1.40 (m, 9H), 1.40-1.20 (m, 2H). 0.95-0.75 (m, 2H), 0.84 (d, J=6.6Hz, 3H)o 

^tf?i|4 9 (2 0 9) 

N_t:Kni^v-2 (S) - ( 4 -7 ^^^l-) -5- (2->h^'> 
jLbifv) >{h^v-4 (S) - [N- (h^>x-4-^^^Wv^^n/v^v 



TLC : R f 0.36 (^nD*;i/A : p«^y-;^=9 : i) ; 

15 NMR (d6-DMS0) : B 10.38 (s, IH). 7.39 (d, J=8.4Hz, IH). 7.30-7.20 (m. 2H), 
7.20-7. 10 (m, 3H), 4.57 (s, 2H), 3.90-3.75 (tn, IH). 3.65-3. 15 (m. 6H). 3.22 (s, 3H), 
2.60-2.40 (m, 2H), 2.05-1.90 (tn, 2H). 1.85-1.05 (m, 15H), 0.95-0.75 (in, 2H), 0.84 
(d, J=6.3Hz, 3H)o 

20 O.X^^ 

N-i: (S) - (3-7x^;u-/nif;l/) -5 -xh^v^ b 

i^-;>_4 (s) - [N- {^-Tu^-y s.=.)\^ii)\y^^=-^^) T^y] 9 ^ 




7%r 
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T L c : R f 0.33 no*;i/A : p« ^ y-;i/= 19:1) ; 

NMR (dg-DMSO) :d 10.44 (s, IH), 8.72 (s, IH). 8.16 (d, J=8.2Hz, IH), 7.79 
5 (d, J=8.4Hz, 2H), 7.65 (d, J=8.4Hz, 2H), 7.32-7.08 (m, 5H), 4.59 (s, 2H), 4.20-3.98 
(m, IH), 3.63-3.40 (m. 4H), 2.68-2.38 (m, 2H), 2.20- 2.01 (m, IH), 1.82-1.61 (m, 
2H), 1.60-1.30 (m, 4H), 1.08 (t, J=7.0Hz, 3H)o 

^psm 4 9 (211) 

[0 + (S) - (S-Vi-^l^ynif;!/) -5-ih^v>b 
(S) - [N- (4 bn7 Ji-^l'Tt/^V^'-^^) T < 

r 5 K 




15 

TLC : R f 0.29 (:^on.-f:;UA : p(^>'-;l'= 19:1) ; 

NMR (d6-DMS0) : S 10.45 (s, IH), 8.72 (s, IH), 8.45 (d, J =8.4Hz. IH), 8.29 
(d, J = 9.0Hz. 2H), 8.06 (d, J = 9.0Hz, 2H), 7.29-7.20 (m, 2H), 7.19-7.09 (m, 3H). 
4.59 (s, 2H), 4.17-4.01 (m, IH), 3.56-3.40 (m, 4H), 2.61-2.40 (m, 2H), 2.16-2.03 (m, 
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IH), 1.80-1.60 (m, 2H), 1.58-1.32 (m, 4H), 1.07 (t, J = 7.2Hz, 3H)o 

^fesffll 4 9 (212) 
N-kKn:^v-2 (R) - (2 -T^y ^ vJ-^-'V') -5--xf^>'y h 
5 #v-4 (S) - [N- (4 -- hn7x-;i/*;U*'-;U) T^y] '^^rJ'^ 



10 TLC : R f 0.35 (^nn.-^;uA : p{^'y-Ji/=9 : 1) ; 

NMR (d6-DMS0) : S 10.51 (s, IH). 8.76 (s, IH), 8.47 (d, J=8.4Hz, IH). 8.29 
(d, J=8.9Hz, 2H), 8.07 (d, J=8.9Hz, 2H), 7.30-7.20 (m, 2H), 6.95-6.80 (m, 3H), 4.59 
(s, 2H), 4.25-4.12 (m, IH), 3.95-3.78 (m. 2H). 3.60-3.40 (m, 4H), 2.40-2.25 (m, IH), 
2.00-1.65 (m.4H), 1.07 (t, J=7.1Hz, 3H)o 

15 

^iifim 4 9 (213) 

Knilrv-2 (R) - ( 2 - t° 'J v>;i') y f-;U- 5 - ^ h ^ ^ ^ 
v-4 (S) - [N- (4 -7 ^vT^c-Jl/^i^'-K-^l') T^y] ^> ^ 
> T 5 K 




20 
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TLC : R f 0.20 (i^nn*;UA : ^ ^y-;u= 19:1) ; 

NMR (dg-DMSO) : S 10.44 (IH, s), 8.69 (IH, s), 8.48-8.40 (IH, m), 8.06 (IH, 
5 d, J=8.4Hz), 7.88 (2H, d. J=8.8Hz), 7.65 (IH, td, J=7.8, 1.8Hz), 7.50-7.38 (2H, m), 
7.24- 7.12 (3H, m), 7.11-7.04 (2H, tn), 7.02 (2H, d, J=8.8Hz), 4.52 (2H, s), 4.23- 
4.02 (IH. m), 3.49 (2H, d, J=5.6Hz), 3.19 (3H. s), 2.96 (IH, dd, J=13.8, 8.4Hz), 
2.85 (IH, dd, J=13.8, 6.6Hz), 2.75-2.60 (IH, m), 1.77 (2H, t, J=7.0Hz)o 

10 ^Afegll 4 9 (214) 

N-HKn:^v-2 (R) - (2-tr';v^V) 5 - ^ h ^ h ^ 

1/-4 (S) - [N- [4- (^>V7^>-2 7x-;p*;i/;K-;w] 




TLC : R f 0.45 (^nn*;i/A : ^ ^y-;i/= 9 : 1) ; 
NM R (d6-DMS0) : S 10.70-10.40 (IH, brs), 9.00-8.60 (IH, brs), 8.50-8.25 (2H, 
m), 7.99 (4H, s), 7.80-7.44 (4H. m), 7.41-7.06 (4H, m), 4.52 (2H, s), 4.31-4.10 (IH, 
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m), 3.64-3.46 (2H, m), 3.19 (3H, s), 3.06-2.82 (2H, m), 2.80-2.63 (IH, m), 2.00- 
1.70 (2H, m)o 

^^^1 4 9 (215) 

5 (S) - (S-li^Vv;!^) ^ 5 - p< h ^ v> h ^ 

v-4 (S) - [N- (4 -7a:y ^v7jL-;i':^;;l'**-Jl/) 7^7] 




TLC : R f 0.43 (^'oa;}^;i'A I ^ ^'y-;i/=9 : 1) ; 

NMR (d6-DMS0) : S 10.36 (IH, s), 8.69 (IH, s), 8.40-8.32 (2H, m), 8.12 (IH, 
d, J=9.4Hz), 7.91 (2H, d, J=8.8Hz), 7.54-7.38 (3H, m), 7.29-7. 17 (2H, m), 7.12-7.06 
(2H, m), 7.03 (2H, d, J=8.8Hz), 4.56 (2H, s), 4.40-4.20 (IH. m), 3.60-3.42 (2H, m), 
15 3.22 (3H, s), 2.87 (IH, dd, J=13.6, 4.8H2), 2.75 (IH, dd, J=13.6, 9.6Hz), 2.43-2.28 
(IH, m), 1.90-1.59 (2H, m)o 

mmm4 9 (2 16) 

(S) - (3-t:'Jv;^) ^ f-JP- 5 - p« h ^ h ^ 
20 v-4 (S) - [N- [4- [2- (4 -^f-^l-7i-;W) 
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398 




TLC : R f 0.40 i^uxj^i^juA : ^ :J'y-;u=9 : 1) ; 

NMR (dfi-DMSO) : $ 10.37 (IH, s), 8.70 (IH, s), 8.40-8.33 (2H, m), 8.29 (IH, 
5 d, J=8.0Hz), 7.92 (2H, d, J=8.4Hz), 7.63 (2H. d, J=8.4Hz), 7.57-7.42 (3H, m), 7.31- 
7.20 (3H, m), 4.56 (2H, s), 4.40-4.20 (IH, m), 3.62-3.44 (2H, m), 3.22 (3H, s), 2.87 
(IH, dd, J=13.6, 4.8Hz), 2.76 (IH, dd, J=13.6, 9.2Hz), 2.42-2.26 (4H, m), 1.91-1.59 
(2H, m)o 

10 ^^^14 Q (2 17) 

N_,.Kni^v-2 (S) - (3-t°'Jv;V) ^ 5 - ^ h ^ v ^ b ^ 

i/-A (S) - [N- [4- {I -^7'"^-)^) 7 i-;l'*>'l'**— ■'^1 T<y] 




TLC : R f 0.34 {^uut^}VA : y ^y-Ji^ : : 7lc= i 0 0 : 10 : 
1 : 1) ; 
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NMR (d6-DMS0) : 8 10.35(1H, brs), 8.69(1H. brs), 8.37-8.33(2H, m), 8.23(1H, 
d, J=8.4Hz), 7.83.(2H, d, J=8.0Hz), 7.51-7.43(3H. m). 7.25(1H. dd, J=7.8Hz. 4.8Hz), 
4.54(2H, s). 4.38-4. 15(1H, m), 3.50(2H, d, J=5.4Hz), 3. 20(3H, s), 2.92-2.68(2H, 
m), 2.49-2.39(lH, m), 1.91-1.20(10H, m), 0.88(3H, t, J=7.0Hz)o 

mmM4 9 (3 18) 

N-liKni|rv-2 (S) - (3-Vf'jv?;l/) ^ 5 - h h ^ 

v-4 (S) - [N- [4- [2E- (4-^5^ nn7x-;i^) 7 jl 



TLC : R f 0.26 iiruuThJi^A \ ^ 9 j-y^: : 7}c= i o 0 : i 0 : 
1 : 1) ; 

NMR (dg-DMSO) \ 8 10.40(1H, brs), 8.72(1H, brs), 8.35(2H, s), 8.21(1H, d, 
J=8.7Hz), 7.89(2H, d, J=8.4Hz), 7.68(2H, d, 8.4Hz), 7.65(2H, d, J=8.7Hz), 7.51(1H, 
d, J=7.2Hz), 7.44(2H, d, J=8.7Hz), 7.39( IH, d, J=16.8Hz), 7.32(1H, d. J=16.8Hz), 
7.27-7.23(lH, m), 4.55(2H, s), 4.39-4.21(lH, m), 3.61-3.42(2H, m), 3.21(3H, s), 
2.91-2.69(2H, m), 2.45-2.31(lH, m), 1.91-1.60(2H, m)o 

4 9 (219) 

N-t:Kn^v-2 (S) - (3-tfVv;i/) f-;i'- 5 - p< h h ^ 

v-4 (S) - [N- (^7>;^-4-^^;^v^a'^^v^^*^^*'-•'^) ^ 




N. 



HO 



CI 



400 



«>WO 99/19296 



PCT/JP98/04529 




HO 



5 TLC : R f 0.34 (^'nns^;i/i^ : >^y-;v=9 : 1) ; 

NMR (d6-DMSO) : d 10.34 (IH, brs), 8.72 (IH, brs), 8.36 (IH, dd, J=4.8, 

1.5Hz), 8.32-8.30 (IH, m), 7.52-7.45 (2H, m), 7.29-7.22 (IH, m), 4.51 (2H, s), 4.05- 
3.93 (IH, m), 3.44-3.35 (2H. m), 3.22 (3H, s), 2.77 (IH, dd, J=13.2, 4.8Hz). 2.69 
(IH. dd, J=13.2, 9.6Hz), 2.35-2.22 (IH. m), 2.10-1.97 (IH, m). 1.82-1.61 (5H, m), 
10 1.60-1.44 (IH, m), 1.43-1.20 (3H, m), 0.97-0.79 (5H, m)o 



4 Q (2 2 0) 

N_iiKo^v-2 (S) - (4-ii';v;u) ^ 5 - p« h b ^ 
v-4 (S) - [N- (4-7i/^v7x-;i/:^;;i"-K-''i') T^/] ^> ^ 



T L C : R f 0.27 (^J' an4^;l/A : p< ^ y 9 : 1 ) ; 
NMR (d6-DMSO) : S 10.44-10.30 (IH, brs), 8.75-8.62 (IH, brs), 8.40 (2H, d, 
J=6.0Hz). 8.13 (IH. d, J=8.4Hz), 7.91 (2H, d, J=8.7Hz). 7.48-7.38 (2H, m), 7.22- 



15 
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7. 18 (IH, m), 7. 13 (2H, d, J=6.0Hz), 7.06 (2H, d, J=7.8Hz), 7.02 (2H, d, J=8.7Hz), 
4.55 (2H, s), 4.34-4.21 (IH, m), 3.58-3.42 (2H, m), 3.22 (3H, s), 2.91-2.71 (2H, m), 
2.46-2.32 (IH, m), 1.85-1.61 (2a m)o 

5 4 9 (2 2 1 ) 

N-l::KD^v-2 (R) - (2-e'Jv;i/) p^^^w-S- (2->h^v 
xbi^i/) ;ih^i^-4 (S) - [N- (4-7jiy ^v7ji-;i'*;i'**^;i^) 



TLC : R f 0.38 (^nD;^;i/i>, : ^ ^'y-;!/ : g^^ : 7K= i 0 0 : i 0 : 
1 : 1) ; 

NMR (d6-DMSO) : S 10.43(1H, s), 8.69(1H. s), 8.45(1H, d, J=4.5Hz), 8.60(1H, 
15 d, J=8.4Hz), 7.87(2H. d, J=8.4Hz), 7.65(1H, t. J=7.5Hz), 7.42(2H. t, J=8.1Hz), 
7.21-7. 15(3H, m). 7.08-7.00(4H, m), 4.58(2H. s), 4.06-4.22(lH , m), 3.43-3.60(4H, 
m), 3.42-3.38(2H, m), 3.20(3H, s), 2.98-2.81(2H, m), 2.61-2.78(1H, m), 1.75(2H, t, 
J=7.2Hz)o 

20 ^*fe^l4 9 (2 2 2) 

N_t:Ko^v-2 (S) - i3-\£V9)^) 5 - h ^ h ^ 

v-4 (S) - [N- (2 f->»W7x-;i'*;W5K^;w) r^y] ^y^>7 
5 K 



10 
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TLC:Rf0.38 (i5'nn;J.;i/A : p< ^'y-;U=9 : 1) ; 

NMR (d6-DMSCM-CD30D(5 drops)) : S 8.36-8.32 (m, 2H), 7.50 (d, J=7. 5Hz, 

5 IH), 7.34 (d, J=7.5Hz, IH), 7.31-7.14 (tn, 4H), 4.59 (2H, s), 4.26-4.16 (m, IH), 
3.52-3.43 (m, 4H), 2.87- 2.69 (m, 2H) , 2.43-2.34 (m, IH), 2.31 (s, 3H), 1.77-1.57 
(m, 2H), 1.09 (t, J=6.9Hz, 3H).o 

^mm 4 9 (2 2 3) 



10 (S) - {3-\£')iy)^) ^ 5 - h ^ h ^ 

v-4 (S) - [N- (3 f-;i'7x-;u* T^y] ^y-^^T 

5 K 



TLC : R f 0.38 (^'D^^;^i^ : ^ ^y-;u=9 : 1) ; 

NMR (CD3OD) : d 8.44-8.37 (m, 2H), 7.75-7.66 (m, 3H), 7.42-7.34 (m, 3H), 
4.73 (s, 2H), 4.52-4.41 (m, IH), 3.71- 3.57 (m, 4H), 3.13-2.88 (m, 2H), 2.55-2.42 (m, 
4H), 2.06-1.90 (m, 2H), 1.21 (t, J=7 .2Hz. 3H)o 





15 
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^ikMA 9 (2 2 4 ) 

(S) - (3-t:'Jv;i') ^ 5 - h ^v;>« h ^ 
'>-4 (S) - [N- (4 T^y] ^>^>T 



TLC : R f 0.38 : ^^y-jl/=9 : 1) ; 

NMR (CD30EH-d6-DMSO(5 drops)) : d 8.46-8.42 (m. 2H), 7.84 (d, J=8. 4Hz, 

2H), 7.72 (d, J=7.8Hz, IH), 7.42-7.33 (m, 3H), 4.75 (s, 2H), 4.53-4.44 (m, IH), 
3.71;3.59 (m, 4H). 3.13- 2.88 (m, 2H), 2.57-2.45 (m, 4H), 2.09-1.88 (m, 2H), 1.23 (t, 
J=7.2Hz, 3H)o 

^jife^l4 9 (2 2 5) 

N_t:KD^v-2 (S) - (3-lf';v;i') ^Jl/- 5 h ^ v ^ h ^ 
v-4 (S) - [N- (4-^ hi|rv'7ji-;l'*;W:^^'-;l') T^y] ^:^^> 





404 



.wo 99/1S296 



PCT/JP98/04529 



TLC : R £ 0.30 {i^uu^^)VA : ^ ^-)v=9 : 1 ) ; 

NMR (d6-DMS0) I d 10.35 (s, IH), 8.68 (s, IH). 8.40-8.30 (m, 2H), 8.00 (d. 
J=8.8Hz, IH), 7.86 (d, J=8.8Hz, 2H). 7.53-7.44 (m, IH), 7.28-7.20 (m, IH), 6.99 (d, 
j=8.8Hz, 2H), 4.59 (s, 2H), 4.38-4. 17 (m, IH), 3.81 (s, 3H), 3.60-3.40 (m. 4H), 2.86 
5 (dd, J=13.2, 5.2Hz, IH), 2.74 (dd, J=13.2, 9.2Hz, IH), 2.44-2.28 (m, IH). 1.90-1.58 
(m, 2H), 1.09 (t, J=6.8Hz, 3H)o 

^i ^m 4 Q (2 2 6) 

Knii?^v-2 (S) - (S-tfVv;^) ^f-;w-5-xb^v> b ^ 
10 v-4 (S) - Jl^t^^il^r ^ y) ^^^VT^K 



T L C *. R f 0.21 ( ^ n n 5^ ;V A : ^ / - -'I' = 1 0 : 1 ) 
NMR (d6-DMSO) : S 10.33 (brs, IH), 8.70 (brs, IH), 8.36 (dd. J=1.8, 4.5Hz, 
IH), 8.30 (d, J=1.8Hz. IH), 7.48-7.45 (m, 2H), 7.26 (dd, J=4.5, 7.6Hz, IH), 4.55 (s, 
2H), 4.40-3.51 (m, IH), 3.45 (q, J=7.2Hz, 2H), 3.83-3.32 (m, 2H), 2.80-2.63 (m, 
2H), 2.32-2.21 (m, IH), 2.14-2.03 (m, IH), 1.78-1.45 (m, 7H), 1.40-1.06 (m, 5H), 
1.10 (t, J=6.9Hz, 3H)o 



^tiirffll 4 Q (2 2 7) 
N_iiKni^v-2 (S) - (3-tfUv;i') ^-^^^-S-iV^v^ 

,;>_4 (s) - [N- (4 hn^i^ju* ^i"^'-^^) r<y] ^y^yr 




20 
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HO 



OCH2CH3 




NO2 



T L C : R f 0.22 (^^ nnj}^;l/A : ^ 9 J-)V= 9:1); 

NMR (d6-DMS0) : S 10.36 (s. IH). 8.69 (s, IH), 8.53 (d, J=8.7Hz, IH), 
8.37-8.29 (m, 3H), 8.10-8.06 (m, 2H), 7.52-7.48 (m, IH), 7.28-7.23 (m, IH). 4.58 (s, 
2H), 4.21-4.32, (m, IH), 3.52 (d, J=5.7Hz, 2H), 3.45 ( q, J=7.2Hz, 2H), 2.86-2.69 
(m,'2H), 2.42-2.23 (m. IH), 1.85-1.62 (m2H), 1.08 (t, J=7.2Hz, 3H)o 



10 ^*fcM4 Q (2 2 8) 

(S) - (3-Vf';v^;l/) ^f-;W-5-J-h^i^^ 

v-4 (S) - [N- (4 -yn^^x-^w* ^w**-;!^) T$y] ^yi^yr 

< K 




T L C : R f 0.32 DD*;i/A : ^ ^ y-^w : S^^= 90:10:1) ; 

NMR (d6-DMS0) : 8 10.34 (s. IH), 8.68 (s, IH), 8.37-8.24 (m, 3H), 7.80 (d, 
J=8.7Hz, 2H), 7.67 (d, J=8.7Hz, 2H). 7.49 (dt, J=8.1Hz, 1.8Hz, IH), 4.57 (s, 2H), 
20 4.31-4. 18 (m, IH), 3.50 (d. J=6.0Hz, 2H), 3.45 (q, J=7.2Hz, 2H), 2.87-2.68 (m, 2H), 

2.40-2.24(m, IH). 1.82-1.59 (m, 2H), 1.07 (t, J=7.2Hz. 3H)o 

406 
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4 9 (2 2 9) 

N-H Ko:3^->-2 (S) - {3-^yV)V) -5-xh:^vp< h^rv- 4 
(S) - [N- ( h7>;^-4 -^f-;i/v^'n^:^v;i'*;ujK^;i/) T^y] 
5 ^>^^T^K 




T L C : R f 0.37 i^ar3 7iK)\,A : ^ J -;i/= 9 : 1 ) ; 
10 NMR (dg-DMSO) : 8 10.31 (s, IH), 8.67-8.65 (m, 2H), 7.98-7.83 (m, 3H), 
7J3-1.49 (m, 3H), 4.55 (s, 2H), 4.13-3.97 (m, IH), 3.43 (q, J=7.0Hz, 2H). 3.42- 
3.36 (m, 2H), 3.06-2.80 (m, 2H), 2.48-2.30 (m, IH), 2.15-1.98 (m, IH), 1.81-1.26 
(m9H), 1.08 (t, J=7.0Hz, 3H), 0.99-0.79 (m, 2H), 0.85(d, J=7.0Hz, 3H)o 

15 'MHiBmA 9 (2 .S 0) 

N-tKn4rv-2 (S) -y:L^)Ui-t-5-^h^'y^h^'y-4: (S) 
- [N- (4--7iy ^v7i-;w*;i/»K-;u) 7^^] ^y^>TiV 




20 
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TLC : R f 0.27 (i^nn.ix;uA : : g^^= 10 0:5:1) ; 

NMR (d6-DMS0) : d 10.69(1H, s), 8.97(1H, s), 8.17(1H, d, J=8.0Hz). 7.86(2H, 
d, J=8.8Hz), 7.47-7.39(4H. m), 7.34-7. 16(4H, m), 7.08-6.99(4H, m), 4.53(2H, s), 
4.38-4.25(lH, m). 3.62-3.35(3H, m), 3.19( 3H, s). 2.02(2H, t, J=6.8Hz)o 



ggjjfe^U 9 (2 1) 

N-t Kn^J^rv— 2 (S) -7i-;Uf-:i-- 5 -J^ b h ^v- 4 (S) 

- [N- (h '7>x-4->^;i'v^'o^#v;i/*;w7}^-;i') T^y] ^> 

>7 5K 



T LC : R f 0.37 (i^nn.ix;i/A : ^ y -;U= 9 11); 

NMR (dg-DMSO) : S 10.67 (s, IH), 8.94 (brs, IH). 7.52 (d, J=8.1Hz, IH), 
15 7.38-7.22 (m, 5H). 4.52 (s, 2H), 4.04-3.93 (m. IH), 3.52-3.24 (m. 5H), 2.01-1.78 (m, 
3H), 1.69-1.55 (m, 4H), 1.36-1.19 (m , 3H), 1.07 (t, J=7.0Hz, 3H), 0.91-0.75 (m, 
5H)o 

MH^mA 9 (2 3 2) 
20 N-li Knilrv-2 (S) - :^i-)\^^t- 5 -^V^'y ^ h 4 (S) 

_ (h7>;;^-4-^^;^v;^D/v4rv;i/:^';i"K-;u) T^y] ^ 

>T5 K 



5 



10 
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,OCH2CH3 




CHs 



TLC : R f 0.38 (^^nn.-^;i'A : ^y-;u=9 : 1) ; 

NMR (d6-DMS0) :S 10.56 (s, IH). 8.88 (s, IH), 7.48 (d, J=8.4Hz, IH), 4.55 
5 (s, 2H). 4.04-3.90 (m, IH). 3.46 (q. J=7.1Hz, 2H). 3.39-3.25 (m, 2H), 2.96-2.87 (m, 
IH). 2.04-1.91 (m, 4H), 1.90-1.77 (m, IH). 1.76-1.55 (m, 5H). 1.40-1.18 (m, 3H). 
1.08 (t, J=7.1Hz, 3H), 0.92-0.74 (m, 5H)o 

^/ffsfll 4 Q (233) 

10 N-V:Kni^v-2 (S) - (4-l£Uv;V) - 5 h ^ v.^ V ^ v 
-4 (S) - [N- (h7>7>-4-^^;^v^c^^^>^>^* 7-' 



HO 



OCH2CH3 




'CH3 



15 



20 



T L C : R £ 0.29 {iruti^jVA : ^ J —)\/= 9 11) \ 

NMR (d6-DMSO) \ 8 10.87 (s, IH). 9.08 (s, IH). 8.35 (d, J=6.0Hz, 2H), 7.58 

(d. J=8.1Hz. IH). 7.27 (d, J=6.0Hz, 2H). 4.56 (s. 2H), 3.99-3.88 (m, IH). 3.78 (t. 
J=7.4Hz, IH), 3.45 (q, J=7.2Hz, 2H), 3.42-3.31 (m, 2H). 2.02-1.87 (m, 3H), 1.71- 
1.56 (m, 4H). 1.35-1.17 (m. 3H), 1.07 (t, J=7.2Hz, 3H), 0.91-0.76 (m, 5H)c 
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49 (2 --^4^ -49 (253) 
44 (8), 44 (9), 44 (11), 44 (14). 44 (17) 
-4 4 (2 1) , 4 4 (2 4) -4 4 (2 6) -^UmLfzit^m. tfzHm^ 

^HkMA 9 (2 4) 

N-iiKn:^v-2 (S) -H h^v^ h^v-4 (S) 

- [N- (4 -7i/^v7ji-;i'5!7;i/'-K--'i/) 75/] ^y^^yr^v 



TLC : R f 0.57 (i^Dn;^;UA : ^^/-JW : S^i?= 8 5 : 1 5 : i) ; 

NMR (d6-DMSO) : S 10.44(1H, s), 8.69(1H, brs), 8.19(1H, d, J=8.4Hz), 
8.89(2H, d, J=8.8Hz), 7.48-7.38(2H, m), 7.22-7. 16(1H, m), 7.09-7.01(4H, m), 
5.36(1H, brs), 4.55(2H, s), 4.41-4.24(1H, m), 3.87(1H, dd, J=9.8Hz, 2.6Hz), 3.56- 
3.42(2H, m), 3.22(3H, s), L96-1.66(2H, m)o 

mn49 (2 3 5) 
N-t; Kni^r V- 2 (R) - t KD^v^^;w- 5 -J^ v> ^^'>- 4 
(S) - [N- (4 --i^uuy jL—}i't T5y] ^>^>Tl K 



r 



.0CH3 




o 
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r 



.0CH2CH3 




HO. 



O 



HO 



CI 



TLC : R f 0.23 (^no*;i/A : ^ : W^M=9 0:10:1) ; 

NMR (dg-DMSO) : S 10.55-10.10 (brs, IH). 8.90-8.50 (brs, IH), 8.21 (d, 
5 J=8.4Hz, IH), 7.86 (d, J=8.7Hz, 2H), 7.52 (d, J=8.7Hz, 2H), 4.59 (s, 2H), 4.20-4.00 
(m, IH), 3.60-3.38 (m, 6H), 2.30-2.18 (m, IH), 1.85-1.70 (tn, IH), 1.70-1.55 (m, 
IH), 1.09 (t, J=7.1Hz, 3H)o 

4 9 ( 2 3 6) 

^0 N-liKn:¥v-2 (R) b ^->^f-;l/- 5 --^ h h ^v- 4 

(S) - [N- (4 ha7i-;i/5t;;i^**--'l') T^y] ^>^>T^ F 



15 TLC : R f 0.22 (^no.-h;uA : ^ ^y-;^= 1 9 : 1) ; 

NMR (d6-DMSO) : d 10.46 (s, IH), 8.75 (s, IH), 8.48 (d, J=8.4Hz, IH), 8.29 
(d, J=8.8Hz, 2H), 8.06 (d, J=8.8Hz, 2H), 4.59 (s, 2H), 4.22-4.00 (m, IH), 3.58-3.25 
(m, 6H), 3.18 (s, 3H), 2.43-2.31 (m, IH), 1.83-1.54 (m, 2H), 1.08 (t, J=7.0Hz, 3H)o 

20 ^Mi^l4 9 (2 3 7) 



r 



.OCHaCHs 
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-4 (S) - [N- (4 -^Y uy jL-)l'ij )V:j-^r-)V) T^y] ^y^yT^ 
K 



5 

TLC : R f 0.35 ii^uu:^)UA : > ^'y-;i/= l 9 : 1 ) ; 

NMR (dg-DMSO) : d 10.52 (s, IH), 8.79 (s, IH), 8.50 (d, J=8.7Hz, IH), 8.30 
(d, J=8.7Hz, 2H), 8.07 (d, J=8.7Hz, 2H), 7.40-7.22 (m, 5H), 4.60 (s, 2H), 4.47 (d, 
J=12.0Hz, IH), 4.41 (d, J=12.0Hz, IH), 4.20-4.07 (m, IH), 3.61-3.42 (m, 6H), 2.53- 
10 2.40 (m, IH), 1.89-1.78 (m, IH), 1.77-1.62 (m, IH), 1.08 (t, J=7.2Hz, 3H)o 

(R) - (2 h^v h^v) p< f- JV- 5 -J^ h + 
vyh^v-4 (S) - [N- (4 h n7 TS.y] ^ 

15 >^ K 





TLC : R f 0.24 i^uu}i->)uj^ : ;t ^ y-)i'= 19:1) : 

20 NMR (dg-DMSO) : S 10.47 (s, IH), 8.77 (s, IH), 8.49 (d, J =8.1Hz, IH), 8.30 

412 



. wo 99/19296 



PCT/JP98/04529 



(d, J = 8.7Hz, 2H), 8.08 (d, J =8.7Hz, 2H), 4.61 (s, 2H), 4.20-4.07 (m, IH), 3.58- 
3.38 (m, lOH), 3.23 (s. 3H), 2.47-2.36 (m, IH). 1.83-1.58 (m, 2H), 1.10 (t, J = 7.2Hz, 
3H)o 

miikm 4 9 (2 3 9) 

p«b^v-4 (S) - [N- ( 4 -vTy7x-;i/*;p#-;i^) 7iy] 

^>7< K 



tLc : R f 0.26 (^nn.-^;i'A : p{ ^ y -;i/= 1 9 : 1) ; 

NMR (d6-DMS0) I S 10.45 (s, IH), 8.74 (s, IH), 8.40 (d, J = 8.4Hz, IH), 7.98 
(d, J = 8.8Hz, 2H), 7.93 (d, J = 8.8Hz, 2H), 4.61 (s, 2H), 4.20-4.00 (m, IH), 3.60- 
3.24 (m, 8H), 3.20 (s, 3H), 3.17 (s, 3H), 2.43-2.29 (m, IH), 1.82-1.50 (m, 2H)o 

mmmAQ (2 AO) 

(R) - ^ h ^ 5 b > b * v - 4 

(S) - [N- (h7>>^-4 -p{f-;i'v^o/\^v;i/*;i'jh'^;i') 7^/] 
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.OCH2CH3 



HaCa 




HO 



T L C : R f 0.27 nn7}^;UA : :^ ^ J -;l/= 1 9 : 1 ) ; 

NMR (d6-DMS0) I 8 10.41 (s. IH), 8.75 (s, IH), 7.43 (d, J = 8.7Hz, IH), 4.56 
5 (s, 2H). 3.86-3.72 (m. IH), 3.47 (q, J = 7.2Hz, 2H),3.41-3.20 (m, 4H), 3.15 (s, 3H), 
2.36- 2.24 (m, 1H),2.05-1.93 (m, IH), 1.77-1.56 (tn, 5H), 1.49-1.18 (m, 4H), 1.10 (t, 
J = 7.2Hz, 3H), 0.95- 0.77 (m, 5H)o 

^^M4 Q (2 4 1) 

Lo N-liFai!rv-2 (R) - ^ h drv ^ 5 -x h ^ v > h ^ v - 4 

(s) - [N- (4 -yn^Ti-^w^^i^jK-^w) T^y] ^y^yy^^ 



15 TLC : R f o.3i,(^nn;}^;i/i. : p« ^'y-;w=9 : 1) ; 

NMR (d6-DMS0) : S 10.43 (s, IH), 8.74 (brs, IH). 8.21 (d, J=8.4Hz. IH), 7.78 
(d, J=8.7Hz, 2H), 7.66 (d, J=8.7Hz, 2H), 4.58 (s, 2H), 4.13-4.01 (m, IH), 3.50-3.31 
(m, 6H), 3.16 (s, 3H), 2.42-2.12 (m, IH), 1.79-1.53 (m, 2H), 1.07 (t, J=7.2Hz, 3H)o 

20 ^ffifgll4 9 (2 4 2) 




.OCH2CH3 
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OCH2CH3 



HO 




CI 



5 TLC : R f 0.31 {^uv7i-.)VA : ^ y-)v=9 : 1) ; 

NMR (d6-DMS0) : d 10.44 (s, IH), 8.74 (s, IH), 8.21 (d, J=8.4Hz, IH), 7.76 
(d, J=8.7Hz, 2H), 7.52 (d, J=8.7Hz, 2H), 4.58 (s, 2H), 4. 16-4.02 (m, IH), 3.50-3.33 
(m, 6H), 3.16 (s, 3H), 2.42-2.32 (m, IH), 1.79-1.55 (m, 2H), 1.07 (t, J=7.2Hz. 3H)o 

10 ^ fljsM 4 9 (2 4 3) 

N-tKn:J^v-2 (R) v^V'^^' + v ^ 5 - (2->h^vJi 

h^v) >h^v'-4 (S) - [N- (4-vT/7x^;U*;l'**--'^) T< 



TLC : R f 0.30 aiit^^i^y : ^^'/-;u=i 9 : 1) ; 

NMR (d6-DMS0) ! S 10.49 (d, J = 1.5Hz, IH), 8.77 (d, J = 1.5Hz, IH). 8.41 (d, 
J = 8.4Hz, IH), 7.98 (d, J = 8.7Hz. 2H), 7.94 (d, J = 8.7Hz. 2H), 7.29 (m. 5H), 4.60 
20 (s. 2H). 4.45 (d, J = 12.0Hz. IH). 4.39 (d, J = 12.0Hz. IH). 4. 10 (m, IH), 3.60-3.36 



15 
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(m, 8H), 3.18 (s, 3H), 2.45 (m, IH), 1.78 (m, IH), 1.63 (m, lH)o 

4 P (2 4 4) 

-4 (S) - [N- {A-'^uuy jL^)V-^ T^y] ^^i^^T^ 

K 




TLC : Rf 0.32 mt^^^vy : 9 : i) ; 

NMR (d6-DMSO) : S 10.48 (s, IH), 8.76 (s, IH), 8.22 (d, J = 8.4Hz. IH), 7.85 
(d, J = 8.7Hz, 2H), 7.52 (d, J = 8.7Hz, 2H), 7.29 (m, 5H), 4.57 (s, 2H), 4.44 (d, J = 
12.0Hz. IH), 4.39 (d, J = 12.0Hz, IH), 4.08 (m, IH), 3.55-3.40 (m, 6H), 2.45 (m, 
IH), 1.78 (m, IH), 1.62 (m, IH), 1.05 (t, J = 7.2Hz, 3H)o 



^^fflldQ (2 4 5) 

-4 (S) - [N- (4 -:^n^7i-;l'*-'l'**--'^) -^^^^TS 
K 
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T L C : R f 0.32 (ig^b> f-u>:^^y-;p=i9:i) ; 

NM R (dg-DMSO) : S 10.49 (d, J = 1.8Hz, IH), 8.77 (d, J = 1.8Hz, IH), 8.22 (d, 
J = 8 4Hz, IH). 7.78 (d, J = 8.7Hz, 2H), 7.66 (d, J = 8.7Hz, 2H), 7.29 (m, 5H), 4.57 
(s, 2H), 4.44 (d, J = 12.0Hz, IH), 4.39 (d, J = 12.0Hz, IH), 4.08 (m, IH), 3.55-3.40 
(m, 6H), 2.45 (m, IH). 1.78 (m, IH), 1.62 (m, IH), 1.05 (t, J = 7.2Hz, 3H)o 

^^^1 4 9 (2 4 6) 

N-liKniirv-2 (R) - [2- (3 h^v^x^ ^v) -xf-;V] - 

5_j:.hi|rv> b#v-4 (S) - [N- ( 4 h D 7 >'W'i^*--'^) 
T5 ^>^>TS. y 



OCH3 




TLC : R f 0.40 (^'nn.-h;l/A : ^^'y-;i/=9 : 1) ; 
NMR (dg-DMSO) : S 10.50 (s, IH), 8.76 (s, IH), 8.48 (d, J=8.4Hz, IH), 8.30 
(d, J=8.6Hz, 2H), 8.06 (d, J=8.6Hz, 2H), 7.13 (t, J=8.3Hz, IH), 6.52-6.35 (m, 3H), 
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4.59 (s, 2H). 4.25-4.12 (m, IH), 3.95-3.75 (m, 2H), 3.68 (s, 3H), 3.60-3.40 (m, 4H), 
2.40-2.25 (m, IH), 2.00-1.65 (m, 4H), 1.07 (t, J=7.1Hz, 3H)o 

mm^^9 (2 4 7) 
N-t:Kn^v-2 (R) h ^ v ^ f-;^- 5 - h ^ v ^ h ^ v - 4 
(S) - [N- [ (2--hn^;j-7ji>-5--f;^) ^iW'K^-'W] T^y] 



T L C : R f 0.37 C:?' nn^jUi^ : ^ ^ y -;l/= 9:1) ; 

NMR (d^-DMSO) : S 10.46 (s, IH), 8.75 (brs. IH), 8.71 (d, J=8.4Hz. IH), 8.13 
(d, J=4.2Hz, IH), 7.82 (d, J=4.2Hz, IH), 4.58 (s, 2H), 3.97-4.09 (m, IH). 3.50-3.38 
(m, 6H), 3.17 (s, 3H), 2.41-2.32 (m, IH). 1.79-1.55 (m, 2H), 1.07 (t. J=7.2Hz, 3H)o 

MUfsMACj (2 4 8) 
N-iiKDi|rv-2 (R) - p< h * vp« -^^W- 5 - h b + - 4 

(s) - [N- [ {2-rti^^tyj^y-5-^)^) r^y] 



r 



.OCH2CH3 




r 



OCHaCHa 
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TLC : R f 0.34 {^uut^jvA : p{^y-;u=9 : 1) ; 

NMR (dg-DMSO) : d 10.44 (s. IH). 8.75 (s. IH), 8.27 (d, J=8.1Hz. IH), 7.61 
(d, J=4.2Hz, IH). 7.27 (d, J=4.2Hz, IH), 4.57 (s, 2H), 4.05-3.91 (m, IH), 3.50-3.37 
(m, 6H), 3.16 (s, 3H), 2.41-2.31 (m, IH). 1.78-1.51 (m, 2H), 1.07 (t, J=7.2Hz, 3H)o 

5 

^msmACj (2 4 9) 

N-iiKD^i/-2 (R) - (2 -> b^v-^ b+v) ^ f'-'l^- 5 -^^ h ^ 
.^^Y^iy-A (S) - [N- (4->^o^7:r^;i'*;i/'-K^;^) T<y] ^ 




TLC : R f 0.31 (i^nn.-^;l/i^ : ^y-JV=9 : 1) ; 

NMR (d6-DMS0) : d 10.43 (s, IH), 8.74 (s, IH), 8.20 (d, J=8.6Hz, IH), 7.78 

15 (d, J=8.6Hz, 2H), 7.65 (d, J=8.6Hz, 2H), 4.58 (s, 2H). 4. 18-4.01 (m, IH), 3.50-3.36 
(m, lOH). 3.20 (s. 3H), 2.44-2.39 (m, IH), 1.81-1.52 (m, 2H), 1.07 (t, J=7.0Hz. 3H)o 

ggfife^ 4 9 (2 5 0) 
N-tiKn^v-2 (R) - {2-^ V^'y^V^'y) ^^^^-5- (2- 
20 ^ hi^vih^v) P« (S) - [N- (4-vTy 
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HsCO^ 





O 



CN 



TLC : R f 0.24 {i^uu3i^)irA : p« ^ y—)\/= 19:1) ; 

NMR (dg-DMSO) : S 10.45 (brs, IH), 8.78 (brs, IH), 8.43 (d, J=8. IHz, IH). 
5 7.99 (d, J=8.4Hz, 2H), 7.94 (d, J=8.4Hz, 2H), 4.61 (s, 2H), 4. 16-4.02 (m, IH). 3.57- 
3.35 (m, 12H), 3.21 (s, 3H), 3.20 (s, 3H), 2.42-2.32 (m, IH), 1.80-1.56 (m. 2H)o 

mH^MA Q (2 5 1) 

N-1iKni^v-2 (R) - p<^;^-5-ib^ 
10 (S) - [N- (4-^'On7x-;i/:^?;i'*'-;V') T^^] ^ 



15 TLC : R f 0.34 (^nn*;l/A : ^^y-;u=9 : 1) ; 

NMR (d6-DMS0) I S 10.43 (s, IH), 8.74 (brs, IH). 8.20 (d, J=8.4Hz. IH), 

7.87-7.83 (m, 2H). 7.54-7.49 (m, 2H) 4.58 (s, 2H), 4. 18-4.10 (m, IH), 3.52-3.36 (m, 
lOH), 3.20 (s, 3H). 2.42-2.29 (in, IH). 1.81-1.53 (m. 2H), 1.07 (t, J=7.0Hz, 3H)o 

20 ^ffl;«ll4 9 (2 5 2) 

N_i.Kn^v-2 (R) v^;v:t ^ f-^i'- 5 -J^ b ^ 

_4 (s) - [N- ( h 7>;^-4 -^f-;uv^'D^^v;i/*;i/'K-^l') 



HaCO'^ 



r 



.0CH2CH3 
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a, 



r 

°0 



OCHaCHs 




O 



TLC : R f 0.34 (^Dn?^;UA : ^^y-;i/= 1 9 I 1) ; 
5 NMR (d6-DMS0) I S 10.46 (s, IH), 8.78 (s, IH), 7.44 (d, J=8.4Hz, IH), 

7.38-7.21 (m, 5H), 4.59-4.52 (m, 2H), 4.43 (d, J=12.0Hz, IH). 4.37 (d, J=12.0Hz, 
IH), 3.85-3.72 (m, IH). 3.54-3.28 (m, 6H), 2.43-2.30 (m, 1H),2.06-1.92 (m. IH), 
1.76-1.59 (m, 5H), 1.52-1.20 (m,4H), 1.09 (t, J=6.9Hz, 3H), 0.93-0.75 (m. 5H)o 

10 A 9 (2 5 3 ) 

(R) - (3-^J^->'W) ^ h ^ ^^l'- 5 --x h ^ 

vp«h^v-4 (S) - [N- (4--bn7x^;u*;w*'^;i-) r^y] ^ 



TLC : R f 0.34 i^uat^jvi, : M ^y-;i/= i 9 : i) ; 

NMR (d6-DMSO) : S 10.49 (s, IH), 8.76 (s, IH), 8.49 (d, J=8.4Hz, IH), 8.30 
(d, J=8.8Hz, 2H), 8.06 (d, J=8.8Hz, 2H), 7.49 (dd, J=5.2, 2.8Hz, IH), 7.40-7.36 (m, 
20 IH), 7.03 (dd, J=5.2, 1.6Hz, IH), 4.59 (s, 2H), 4.50-4.36 (m, 2H), 4.21-4.00 (m, 
IH), 3.60-3.36 (m, 6H), 2.52-2.38 (m, IH), 1.88-1.56 (m, 2H), 1.07 (t, J=7.0Hz, 3H)o 




S 



15 



421 
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mmmA 9 (2 S 4) -4 9 (2 6 .S ) 

--%mm 9^^MM4 5-*^i<i^4 6 <,%\t^yv)\^(r>'^^^ y) 

^1ifcgll4 9 (2 5 4) 

(R) - (2-trUv^;w) 5 -Vi Kd^->- 

10 4 (S) - [N- (4 - y'iy ^v7jc-;I/* T^y] ^^^'^r 

5 K 




15 TLC : R f 0.17 (^'Dn*;i/A : ^ : s^i? : 7K= i 0 0 : i 0 : 

111); 

NMR (dg-DMSO) \ 8 10.35(1H, brs), 8.63(1H, brs), 8.42-8.40(lH. m), 7.91- 

7.86(3H, m). 7.64(1H, dt, J=7.8Hz, 1.8Hz), 7.45-7.39(2H, m), 7.25-7.14(3H, m), 
7.07-7.00(4H, m), 4.67(1H, bre), 4.15-3.94(1H, m), 3.50-3.34(2H, m), 2.97-2.81(2H, 
20 m), 2.71-2.62(1H, m), 1.82-1.65(2H, m)o 

^^^4 9 (2 5 5) 
N-li + (S) -;^f-;u-5 -t: Kn^v-4 (S) - [N- (4 

^v7i-;w* ;^) r^y] ^>^>t5 K 
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OH 



TLC : R f 0.14 (^nD7h;i/A : ^ ^y-;i/=9 : 1) ; 

5 NMR (d6-DMS0) : S 10.33 (IH, s), 8.62 (IH, s), 7.89-7.83 (3H, m), 7.41 (2H, 
t, J=7.6Hz). 7.17 (IH , t, J=7.6Hz), 7.04 (2H, d, J=7.6Hz), 7.00 (2H, d, J=8.7Hz), 
4.68 (IH, t, J=5.7Hz), 4.02-3.91 (IH, m), 3.45-3.28 (2H , m), 2.21-2.08 (IH, m), 
1.72- 1.55 (2H, m), 0.98 (3H, d, J=6.6Hz)o 

10 4 9 (2 5 6) 

(S) -^f-;i--5-l:iKn^v-4 (S) - [N-(4 



TLC : R f 0.25 C^'nn^^^uA : ^ ^y-;u=9 : 1) ; 

NMR (dg-DMSO) : d 10.37 (s, IH), 8.64 (s, IH), 8.02 (d, J=8.6Hz. IH), 7.81 

(d, J=8.4Hz. 2H), 7.65 (d, J=8.4Hz, 2H), 4.80-4.64 (m, IH), 4.10-3.88 (m, IH), 
3.60- 3.10 (m, 2H), 2.26-2.06 (m, IH), 1.80-1.56 (m, 2H), 1.02 (d, J=6.8Hz, 3H)o 



^mm4 9 (2 5 7) 

N-tKn^v-2 (S) - (3 h^v-^^v;!^) -5-tKn^v- 
4 (S) - [N- (4 -■/n^7i-;b*;i/.-i^*-;u) T<y] ^y^>r^ K 




.OH 



15 



20 
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TLC : R f 0.45 : ^ ^/-^i-= 9 : 1) ; 

NMR (d6-DMS0) : d 10.28 (s, IH), 8.63 (s. IH), 8.04 (brd, J=8.4Hz, IH), 7.82 
(d, J=8.4Hz, 2H), 7.66 (d, J=8.4Hz, 2H), 7.11 (t, J=8.0Hz. IH), 6.67 (m. 3H), 4.69 
(brt; J=5.8Hz, IH), 4.09 (m, IH), 3.65 (s. 3H), 3.44 (m. 2H), 2.75 (brd, J=7.2Hz, 
2H), 2.33 (m. IH). 1.85-1.50 (m, 2H)o 

yffiif^^Q (2.^8) 

N-tKo:^v-2 (S) - {3-^ V^'y^y'y)^) -5-tKD^->- 
4 (S) - [N- (4 h0 7i-;i/7t;;i/.-K-;i/) T^^] ^>^>T^ K 




TLC : R f 0.52 mt^^vy : ;«^y-;u=9 : D ; 

NMR (d6-DMSO) : S 10.31 (s, IH). 8.64 (s, IH). 8.34 (bid. J=8.4Hz. IH), 8. 
(d, J=9.2Hz, 2H), 8.09 (d, J=9.2Hz, 2H), 7.11 (t, J=8.8Hz. IH), 6.70 (m, 3H), 4. 
(brt, J=5.8Hz. IH). 4.10 (m, IH). 3.67 (s. 3H), 3.43 (m. 2H). 2.73 (brd. J=7.0I 
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2H), 2.35 (m, IH), 1.85-1.55 (m, 2H)o 

AC) (259) 

N_t:KD^v-2 (S) - {3-^ V^'y^y'y)^) -5-liKD:^v- 
5 4 (S) - [N- (4 -^J' any T^^] ^^^J'^T^K 



TLC : R f 0.52 Ulit^^i'y : ^ ^y-;i'=9 : i) : 

10 NMR (d6-DMS0) : d 10.28 (s, IH), 8.63 (s. IH), 8.06 (brd, J=8.4Hz, IH), 7.89 
(d, J=8.7Hz, 2H), 7.52 (d. J=8.7Hz. 2H), 7.11 (t, J=8.4Hz, IH), 6.67 (m, 3H), 4.70 
(bit, J=5.7Hz, IH), 4.10 (m, IH), 3.65 (s. 3H), 3.41 (m, 2H), 2.72 (brd, J=7.2Hz, 
2H), 2.33 (m, IH), 1.82-1.55 (m, 2H)o 

15 ^l^iMA Q (2 6 0) 

(S) - (3-^ b^v^^v^^l') 
4 (S) - [N- [ (2 ->^D^f-:t7i>-5 -'f ^1^) *;^**-^^] T^^] 

^ > ^ > T 5 K 
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OCH3 



OH 



HO' 



O 



Br 



T L C : R f 0.52 Wtj<^]^> : 9:1); 

NMR (d6-DMSO) I S 10.30 (s. IH), 8.64 (s, IH), 8.13 (brd, J=8.8Hz, IH), 7.63 
(d, J=4.0Hz, IH), 7.27 (d, J=4.0Hz, IH), 7.12 (t, J=8.4Hz, IH), 6.69 (m, 3H), 4.72 
(brs, IH), 4.00 (m, IH), 3.68 (s, 3H), 3.39 (m, 2H), 2.71 (brd, J=7.2Hz, 2H), 2.32 
(m, IH), 1.83-1.49 (m, 2H)o 

mUsm 4 9 (261) 

(S) - (3 b^v'^^v;!/) 
4 (S) - [N- [ {2 T^y] 
> ^ > T ^ K 



TLC : R f 0.47 (J^fkp*-?^!^-^ : pt^y-;i/=9 : 1) : 

NMR (d6-DMS0) : S 10.32 (s, IH), 8.65 (s, IH), 8.57 (brd, J=9.0Hz, IH), 8.14 
(d, J=4.5Hz, IH), 7.84 (d, J=4.5Hz, IH), 7.12 (t, J=8.4Hz, IH). 6.69 (m, 3H), 4.78 
(brs, IH), 4.01 (m, IH), 3.69 (s, 3H), 3.42 (m, 2H), 2.71 (m. 2H), 2.33 (m, IH), 
1.81-1.54 (m, 2H)o 




OCH3 
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mmm4 9 (2 6 2) 

N-t: (S) - (3 h ^v^> v^i') 

4 (S) - [N- (4-vTy 7x^;l':^;;i/;K-;l/) T^^] ^>:J'>T<K 



TLC : R f 0.39 (^on7N;UA : ^ ^y-;i/=9 : 1) : 
NMR (d6-DMSO) : S 10.31 (s, IH), 8.64 (s. IH), 8.23 (d, J=8.8Hz, IH), 8.03 
10 (d, J=8.4Hz, 2H), 7.93 (d, J=8.4Hz, 2H), 7. 18-7.06 (m, IH), 6.75-6.64 (m, 3H), 4.71 

(t, J=5.8Hz, IH), 4.21-4.00 (m, IH), 3.67 (s, 3H), 3.57-3.37 (m, 2H), 2.74 (d, 

J=7.0Hz, 2H), 2.42- 2.25 (m, IH), 1.90-1.52 (m, 2H)o 

'Mljkm 4 9 (2 6 3) 



(S) - [N- (4 hn'7i-;u:^;;i'*'^;u) 7^y] ^y-^yr^ K 



5 




0CH3 
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T L c : R f 0.62 i^it^ -f-i-y : ;i ^ y -)u=9 : 1) ; 

NMR (d6-DMS0) I d 10.47 (s, IH), 8.74 (s, IH), 8.33 (d, J = 8.8Hz, IH), 8.29 
(d, J = 8.6Hz, 2H), 8.06 (d, J = 8.6Hz, 2H), 7.29 (m, 5H), 4.72 (t, J = 5.6Hz, IH). 
4.45 (d, J = 12.4Hz, IH), 4.38 (d, J = 12.0Hz, IH), 3.95 (m, IH), 3.60-3.35 (m, 4H), 
5 2.45 (m, IH), 1.78 (m, IH), 1.62 (m, lH)o 

mUfdMA 9 (2 fi 4) --4 9 (2 6 9) 

mmm 4 9 (2 6 4) 

15 N'- 1 Knilrv'- 5 h^v^ ( S) - [N-^ ■^^^I'-N- [4 



20 TLC : R f 0.22 (iJ'nD7j-x;i/i, : p{ ^y-;i/=9 : 1) ; 

NMR (d6-DMSO) : 8 10.36 (IH, s), 7.75-7.65 (4H, m), 7.54-7.37 (4H. m), 
4.66-3.68 (3H, m), 3.64-3.35 (2H, m), 3.25, 3.21 (3H, s). 2.81. 2.74 (3H. s), 2.07- 
1.55 (4H, m)o 




OCHs 
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^t^MACj (2 6 5) 

(S) - (3-tf';v;l') 5 - p< h ^ b ^ 

,>_4 (s) - [N-^^^l^-N- [4- (4 -i^nn7ai-;U) 7jc:^;1/* 

5 rs.y] ^>^>t^k 



TLC : R f 0.42 {i^utit-)VA : > ^j'y-;!/ : S^®i=9 : i : o. 5) ; 

10 NMR (d6-DMS0) : S 10.43 (IH, s). 8.72 (IH, s), 8.45-8.29 (2H. m), 7.78-7.60 
(5H. m), 7.58-7.40 (4H, m), 7.33- 7.22 (IH, m), 4.97-4.84 (0.6H, m), 4.56-4.44 (2H, 
m), 3.94-3.84 (0.4H, m), 3.64-3.30 (2H. m), 3.25. 3.20 (3H, s), 2.82, 2.73 (3H, s), 
2.85-2.21 (3H, m), 1.88-1.49 (2H, m)o 

15 ^ffif?ll4 Q (2 6 6) 

(S) -p<^;U-5-J^h^VP' (S) - [N 





.OCH2CH3 



20 
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TLC : R f 0.36 ii^^U7is)VA : ^^y-;u=9 : 1) ; 

NMR (d6-DMSO) : S 10.47&10.45 (s, IH), 8.72&8.69 (s, IH), 7.63& 7.60 (d, 
J=8.4Hz, 2H), 7.32&7.30 (d, J=8.4Hz, 2H), 4.79-4.67&3.77-3.64 (m, IH), 4.61& 
4.56 (s, 2H), 3.60-3.36 (m, 4H), 2.78&2.65 (s, 3H). 2. 18-2.06&2.03-1.92 (m, IH), 
1.85-1.67 (m, IH), 1.54-1.43&1.38-1.27 (m, IH), 1.10 (q, J=6.6Hz, 3H), 1.03&0.73 
(d, J=6.9Hz, 3H)o 

4 9 (2 6 7) 

N_t:Kni^v-2 (S) - ( 3 h ^ v^"^) -5-xh^vp«h 
(S) - [N->^^l^-N- {4-yr3^y jL~)V:fJ 



TLC : R f 0.47 (:^an.i^;i/A : j^i^ y'-)V=9 I 1) I 
NM R (d6-DMSO) ! d 10.44&10.42 (s. IH). 8.71 (s, IH), 7.66&7.53 (d, J=8.1Hz, 
2H), 7.36&7.29 (d, J=8.1Hz, 2H), 7.14 (t, J=8.0Hz. IH), 6.80-6.58 (m, 3H). 4.89- 
4.79&3.75-3.63 (m, IH), 4.60&4.5 2 (s, 2H), 3.71&3.67 (s, 3H), 3.58-3.36 (m, 4H), 
2.78&2.68 (s. 3H). 2.77-2.56 (m, 2H), 2.33-2. 15 (m, IH), 1.85-1.72 (m, IH), 1.66- 
1.57&1.54-1.43 (m, IH), 1.15-1.04 (m, 3H)o 

^frfsfij AQ f 2 6 8 ) 



N-li Ka^v-Z (S) -p<f-;V-5-^b^v> (S) - [N 




OCH3 
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TLC : R f 0.27 (^'UDj}>;ui» : > ^y-;i/= i 9 : i ) ; 

NMR (d6-DMS0) : S 10.51 and 10.45 (s, IH), 8.76 and 8.70 (s, IH), 8.29 and 
8.26 (d, J=8.8Hz, 2H), 7.64 and 7.60 (d, J=8.8Hz, 2H), 4.86-4.51 (m, 3H), 3.70-3.36 
(m, 4H). 2.84 and 2.65 (s, 3H), 2.22-1.65 (m, 2H), 1.60-1.20 (m, IH), 1.15 and 1.12 
(t, J=7.0Hz, 3H), 1.07 and 0.79 (d, J=7.0Hz, 3H)o 

^*fcM4Q (2 6 9) 

li-ii\fV^i^-2 (S) -;>{^;i/-5-^>v^l'^ + v^ (S) 



TLC : R f 0.43 (^nn*;i/i. : ^ y -;i'= 9 : 1) ; 

NMR (d6-DMS0) : S 10.50&10.43 (s, IH), 8.75&8.69 (d, J=1.5Hz, IH), 
20 8.27&8.25 (d, J=8.9Hz. 2H), 7.63&7.60 (d, J=8.9Hz, 2H), 7.37-7.26 (m, 5H), 4.83- 
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4.67 (m, 2.5H). 4.58-4.46 (m, 2H), 3.69-3 .56&3. 48- 3.37 (m, 2.5H), 2.83&2.63 (s, 
3H), 2.20-2. 10& 2.06-1.95 (m, IH), 1.90-1.72 (m. IH), 1.55-1.44 &1. 39-1.29 (m, 
IH), 1.05&0.76 (d, J=6.8Hz, 3H)o 

49 (2 7 0 ) -49 (277) 

mm&mA 9 (270) 

N-llKn:^v-2 (S) - (3 -pt h^v^:^v;W) 
4 (S) - [N-^tf-^l^-N- (4-^'nD7 T^y] ^ 



OCH3 




TLC : R f 0.51 (Jtg-fb^^w^ : p«^y-;i'=9 : 1) ; 

NMR (dfi-DMSO) :5 10.40 (s, 0.45H), 10.38 (s. 0.55H), 8.67 (s, IH), 7.53- 
7.35 (m. 3.45H), 7.24-7.10 (m, 1.55H), 6.73-6.56 (m. 3H), 4.94 (brt, J=5.2Hz. 
0.45H), 4.79 (bit, J=5.2Hz, 0.55H), 4.72 (m, 0.55H), 3.70 (s, 1.65H), 3.67 (s, 
1.35H), 3.70-3.30 (m, 2.45H), 2.78 (s, 1.35H), 2.66 (s, 1.65H), 2.80-2.10 (m, 4H), 
1.80-1.35 (m, 2H)o 
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mmm4 9 (271) 

N-liFn^v-2 (S) - (3 h^v'^>v;i') 
4 (S) - [N-p<-?^;i^-N- (4 h 07 T$y] ^ 
> > T ^ K 




TLC : R f 0.56 (3^'fb>f-^>' : p« ^y--'i'=9 : 1) ; 

NMR (dg-DMSO) : S 10.39 (s, 0.5H), 10.37 (s, 0.5H), 8.69 (s, 0.5H), 8.64 (s, 
0.5H), 8.28 (d, J=8.8Hz, IH), 8.17 (d, J=8.8Hz, IH), 7.68 (d, J=8.8Hz, IH). 7.59 (d, 
J=8.8Hz, IH), 7.11 (m, IH), 6.72 (m, 2H), 6.57 (m, IH), 4.95 (brt, J=5.2Hz, 0.5H), 
4.82 (brt, J=5.2Hz, 0.5H), 4.69 (m, 0.5H). 3.68 (s, 3H), 3.60-3.30 (m, 2.5H), 3.55- 
3.25 (m, 2H), 2.80 (s, 1.5H), 2.63 (s, 1.5H), 2.80-2.10 (m, 4H), 1.80-1.35 (m, 2H)o 

mmm4 9 (272) 

N-tKn^v-2 (S) - (3 -p' h^v'^^v;^) 
4 (S) - [N-^^^w-N- (4-rn^7i-;W5!;;i/**-;i/) TSy] ^ 
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TLC : R f 0.45 : ^ ^^--'^=9 : 1) ; 

NMR (dg-DMSO) : S 10.41 (s, 0.45H), 10.38 (s, 0.55H), 8.67 (s, IH), 7.64 (d, 
5 J=8.4Hz, I.IH), 7.53 (d, J=8.4Hz, 0.9H), 7.39 (d, J=8.4Hz, I.IH), 7.35 (d. J=8.4Hz. 
0.9H), 7.13 (t, J=7.8Hz, IH), 6.70 (m, 2.1H), 6.57 (m. 0.9H), 4.94 (brt, J=5.1Hz, 
0.45H), 4.79 (brt, J=5.7Hz, 0.55H), 4.70 (m, 0.55H), 3.70 (s, 1.65H). 3.67 (s, 
1.35H), 3.70-3.60 (m, 0.45H), 3.55-3.25 (m, 2H), 2.78 (s, 1.35H), 2.66 (s, 1.65H), 
2.80-2.10 (m, 4H), 1.80-1.35 (m, 2H)o 

10 

^^MA Ci (2 7 ^) 

N_iiKDi^v-2 (S) -p{^;i'-5-li Ko:^v-4 (S) - [N-^ 




T L C : R f 0.16 Dn7f:;l/A \ 9 J 9 11) \ 

NMR (d6-DMSO) : 8 10.49&10.42 (s, IH), 8.72&8.67 (d, J=1.5Hz, IH), 
8.27&8.25 (d, J=8.8Hz, 2H), 7.65&7.62 (d, J=8.8Hz, 2H), 5.01&4.83(t, J=5.4Hz, 
20 IH), 4.65-4.54&3.51-3.40 (m, IH). 3.53-3 .27 (m. 2H), 2.81&2.62 (s, 3H), 2.17- 
2.09&2.03-1.91 (m, IH), 1.80-1.63 (m, IH), 1.52-1.42&1.33-1.22 (m, IH), 
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1.05&0.72 (d, J=6.9Hz, 3H)o 
^lAMA Q (2 7 4) 

(S) -^^v^;!/- 5 - k (S) - [N- 




TLC : R f 0.25 (^nn*;i/A : > : 7K= 9 : 1 : o.i) ; 

NMR (dg-DMSO) : S 10.40 and 10.37 (s, IH), 8.70 and 8.65 (brs, IH), 8.29 and 
8.19(d, J=8.7Hz, 2H), 7.69 and 7.60 (d, J=8.7Hz, 2H), 7.30-7.01 (ni, 5H), 4.91 and 
4.84 (t, J=5.4Hz, IH), 4.75-4.64 and 3.54-3.44 (m, IH), 3.49-3.25 (m, 2H), 2.81 and 
2.65 (s. 3H). 2.84-2.51 (m, 2H), 2.35-2.12 (m, IH), 1.84-1.56 and 1.47-1.36 (m, 2H)o 

^fifsfflUQ (2 7 5) 
N_t:Ko^v-2 (S) -^J^JW-S-ti Kn^v-4 (S) - [N-> 




-T L C : R f 0.17 C^' oo:i^;i/A : ;i ^ ^ '. ^= 9 ! 1 1 O.l) 
NM R (d6-DMS0) : S 10.43 (s, IH), 8.66 (s, IH), 7.62 and 7.59 (d, J=8. IHz, 
2H), 7.35 (d, J=8.1Hz, 2H), 4.98-4.92 and 4.81-4.73 (m, IH), 4.63-4.52 and 3.64- 
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3.52 (m, IH), 3.52-3.39 (m. 2H), 2.77 and 2.64 (s, 3H), 2.15-2.05 and 2.00-1.89 (m, 
IH). 1.77-1.58 and 1.53-1.43 and 1.32-1.21 (m, 2H), 1.04 and 0.68 (d, J=6.7Hz, 3H)o 

gg^#ll4 9 (2 7 6) 

N-v;Kn^v-2 (S) -^>v;U- 5 - t Kn^v- 4 (S) - [N - 




TLG : R f 0.25 (i^Dn*;ui. : ^^y-;u : 7K= 9 : i :o.i) ; 

NMR (dg-DMSO) : d 10.40 and 10.37 (s, IH), 8.66 (s, IH), 7.64 and 7.54 (d, 
J=8.6Hz, 2H), 7.39 and 7.36 (d, J=8.6Hz, 2H), 7.28-6.97 (m. 5H), 4,95 and 4.79 (t. 
J=5.4Hz, IH), 4.75-4.65 and 3.69-3.60 (m, IH), 3.52-3.26 (m, 2H), 2.78 and 2.66 (s, 
3H), 2.82-2.55 (m, 2H), 2.31-2.12 (m, IH), 1.80-1.56 and 1.67-1.35 (m, 2H)o 

mmmA 9 (277) 

N_iiKni^v-2 (S) -p<^;l/-5-Vi (S) - [N-^ 




TL C : R f 0.17 (:j'no/-^;i/i^ : p« ^ y : 7K= 9 : 1 : 0.1) ; 
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NMR (d6-DMSO) : S 10.45 and 10.43 (s, IH), 8.69 and 8.66 (s, IH), 7.53-7.38 
(m, 4H), 4.96 and 4.77 (t, J=5.3Hz, IH), 4.63-4.52 and 3.65-3.51 (m, IH), 3.51-3.40 
(m, 2H), 2.78 and 2.64 (s, 3H), 2. 15-2.05 and 1.98-1.88 (m, IH), 1.77-1.54 (m, IH), 
1.54-1.43 and 1.32-1.21 (m, IH). 1.03 and 0.67 (d, J=6.8Hz, 3H)o 



mmn^ 0 

2 (S) -^>y;i/^^v-3 (S) (N- (4- (3 



3 (S) -t -T^ 7 7"^ ^^jif-ji/jcxr (Bioorg. Med. Chem. 

TLClRf 0.20 (n-^#^> : S^m^^^l-=3 : 2) o 
20 ^*fc^ 5 1 

2 (S) -^y'J)Vt^'y-3 (S) -liKn:^v-4- (N- (4- (3 



5 



10 
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5 fZo 

TLC : R f 0.22 {i7UUTii)VM. : ^{rj-)U=9 : 1) o 

2 (S) -^>v;i/^^v-3 (S) - t -7'^>'l^:^'^L/^*--'l'^^->-4 - 
10 (N- (4- (3 h^v- 1 -7'ntf:i;u) T^y) 




15 4-7^77'^' >^if-;i'X7;r;i/<7)ft:bf9 Km^MS O'^^m^Ltzit'^m 
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TLClRf 0.44 (n-^^-^f > : S^^^-?^^^= 7 : 3) ; 

NM R (CDCI3) : S 7.49 (2H, d, J=8.8Hz), 7.43-7.30 (7H. m), 6.80-6.68 (IH, 
m), 5.36 (IH, td. J=5.6, 3.8Hz), 4.87 (IH, d, J=11.4Hr), 4.43 (IH, d, J=11.4Hz), 
4.34 (2H, s), 4.25 (IH, d, J=3.8Hz), 4.22 (2H, q. J=7.0Hz), 3.90 (IH, dt, J=14.2, 
5 5.6Hz), 3.66 (IH, dt, J=14.2, 5.6Hz). 3.46 (3H, s), 1.29 (3H, t, J=7.0Hz), 1. 14 (9H, 

S)o 



^mn 5 3 

2-^yz;)V^^iy-4- (N- (4- (3 b ^ v- 1 

10 T5y) -2-yT>®? 




TLC : R f 0.36 (^'nn*;l/A : ^y-;W=9 : 1) o 
20 (S) --c>v;l.:t^v-3 (S) -liKn^v-4- 

(N- (4- (3->{ 7x-;^*;^'^*--'^) Tiy) 
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5 it^m^ntio 

TLC:Rf 0.25 (^'D^:^;^A : ^ ^'y-;i'=9 : 1) ; 

NM R (CD3CX)) : d 7.74 (2H, d. J=8.4Hz), 7.49 (2H, d. J=8.4Hz). 7.45-7.20 
(5H, m), 4.73 (IH, d, J=11.4Hz). 4.49 (IH, d, J=11.4Hz), 4.34 (2H. s), 4.14-3.95 
(IH, m), 3.91 (IH. d. J=3.4Hz), 3.60 (IH, dd, J=13.6, 5.4Hz). 3.44 (3H, s), 3.42 
10 (1ft dd, J=13.6, 7.2Hz)o 

N-b Kn^ V- 2 -^^v^l^^^v- 4 - (N- (4- (S-^h^v- 
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TLC:Rf 0.37 (^'nn;Jx;WA : p«^y-;l/=9 : 1) ; 
NMR (CD3OD) : d 8.52-8.40 (IH, m), 7.74 (2H, d, J=8.4Hz), 7.49 (2H, d, 
5 J=8.4Hz), 7.45-7.20 (5H, m), 5.89 (IH, t, J=6.6Hz). 4.88 (2H, s), 4.33 (2H, s), 4.02- 
3.90 (2H, m), 3.43 (3H, s)o 

vX- 1 ;U5K:^rv^^;i'- 2 - (N- (4- ( 3 h ^v- 1 -T^n 



15 - 2 - r ^ y'y u ^> ^ > (J, chem. Soc. PeridnTrans. 1. il, 2553 (1982){C|B 

TLC : R f 0.80 (^5'^^7^;^A : ^^y-;^ : |^^=i 8:2:1)0 

20 

mmms 5 (i) -5 5 u) 

vX- 1 -*;i/**#->><f-;i'-2-T^y v^'n^>^>'Oft;t)')tc 

^u^y ^ y^, |,y >7,_3 -T^ y v^n^^^J' >^(Chem.Ber.,m 1525 
25 (1968)tcfB^$^t7t:'fb'^i^) ^^Xf2-TXJ^^)\^'y^\^^y9y'^^f^\^X. 
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hyy:^-! -fJ)Ut'^\/ji ^)V-2- (N- (4 - (3 h^v - 1 - 
5 '/ntr-;u) r<y) -yi^u^y^y 



TLClRf 0.36 (i?OD;j^;UA : > ^y-;l/= 1 0 : 1 ) ; 
10 NM R (CDCI3) : d 7.72 (2H, d, J=8.4Hz), 7.49 (2H. d, J=8.4Hz), 6.49 (IH. d, 
J=7.4Hz), 4.34 (2H, s), 4.04 (IH, m), 3.46 (3H, s), 2.56 (2H, m), 2.25 (2H, m), 1.99 
(IH, m), 1.75 (2H, m), 1.50 (2H, m)o 

mmm5 5 (2) 

15 (N- (4- (3 h + v- 1 -yn yjL-)i'i} 



20 TLC:Rf 0.21 : ^y-;i/=9 : 1 ) ; 

NMR (d6-DMS0) : d 12.09 (IH, s), 8.40 (IH, d, J=6.8Hz), 7.85 (2H, d, 
J=8.4Hz), 7.53 (2H, d, J=8.4Hz), 4.42-4.22 (3H, m), 3.34 (3H, s), 3.30-2.82 (IH, m). 
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2.20-1.48 (6H, m)o 

v:^-3- (N- (4- (3 -p( h+v- 1 -T'oii'-;!^) yj:.=-)\^iJ)\yt' 




TLClRf 0.32 (^'nn.-},;i/A : ^ ^/-;i/=9 : 1 ) ; 

NMR (dg-DMSO) : S 12.11 (IH, s), 8.45 (IH, d, J=7.4Hz), 7.85 (2H, d, 
J=8.8Hz), 7.52 (2H, d, J=8.8Hz), 4.34 (2H, s), 4.33-4.18 (IH, m), 3.34 (3H, s), 
2.84-2.66 (IH, m), 2.18 (IH, m). 2.00-1.50 (5H, m)o 

1 

mmn ^s (4) 

h7>;^-2- (N- (4- (3 h^v- 1 -yn 7cc-;l/* 



o o 




TLC:Rf 0.26 (^DDjf:;!//, : >^'y-;i/= 1 9 : 1) ; 

NMR (CDCI3) :d 7.72 (2H, d, J=8.2Hz), 7.46 (2H, d. J=8.2Hz), 7.08-6.98 

(IH, m), 4.33 (2H, s), 3.69 (IH, dt, J=13.8, 5.4Hz), 3.45 (3H, s), 3.34 (IH. ddd, 
J=13.8, 8.8, 5.4Hz). 2.62-2.30 (2H, m), 2.06-1.84 (3H, m), 1.80-1.62 (2H, m), 1.52- 
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1.32 (IH, m)o 

v^^-l- (N-H Kn:^rvT$ y *;U.-K^;up(f^;i/) -2- (N- (4- 



TLCrRf 0.33 (^Dn*;i/A : ^ ^y-;i/= 1 0 : 1) ; 

NMR (dg-DMSO) : S 10.40 (IH. s), 8.37 (IH, d, J=7.8Hz), 7.86 (2H, d, 

J=8.4Hz), 7.54 (2H, d, J=8.4Hz), 4.38 (IH, m), 4.35 (2H, s), 3.35 (3H, s), 2.35 (IH, 
m), 2.09 (IH, dd, J=14.6, 4.6Hz), 1.91 (IH, m), 1.83 (IH, m), 1.80-1.50 (4H, m), 
1.44 (IH, in)o 

^mms 6 (1) -5 6 (4) 
mmm seen 



1 - (N-h Kn^vT^ J :fj - 2 - (N- (4 



HO 
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TLC:Rf 0.43 (^'nn*;ui, : ^ ^y-;u= 1 0 : 1 ) ; 

NMR (dg-DMSO) : 8 10.37 (IH, s), 8.41 (IH, d, J=8.0Hz), 7.87 (2H, d, 
J=8.4Hz), 7.53 (2H, d, J=8.4Hz), 4.35 (2H, s). 3.90 (IH, m), 3.35 (3H, s). 2.19 (2H, 
m), 1.87 (3H, m), 1.58 (3H. m, ), 1.24 (IH, m)o 

%m m^ (2) 

\-yy7.-\- (N-t Yui^=yy\ j ij)\y:if.=.)\y) -3 - (n- (4 - (3 



TLCrRf 0.26 (^'nn4^;i.A : p{ ^y-;i/= 9 : 1) ; 

NM R (d6-DMSO) : S 10.42 (IH, s), 8.80-8.60 (IH, t>r), 8.37 (IH, d, J=7.0Hz), 
7.85 (2H, d, J=8.4Hz), 7.53 (2H, d, J=8.4Hz), 4.44-4.24 (3H, m), 3.35 (3H, s), 2.78- 
2.68 (IH, m), 2.10-1.50 (6H, m)o 

^*fe^5 6 (3) 
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v;^-l- (N-t: Kn:^v7^ y -3 - (N- (4 - (3- 



TLC:Rf 0.38 (i>'Dn.-^;UA : p{ ^y-;U=9 : 1) ; 

NMR (dg-DMSO) ! S 10.62 (IH, s), 8.94-8.76 (IH, br), 8.82 (IH, d, J=7.8Hz), 
7.87 (2H, d. J=8.4H2), 7.53 (2H, d, J=8.4Hz), 4.34 (2H, s), 4.42-4.22 (IH, m), 3.35 
(3H, s), 2.70-2.55 (IH, m), 2.14-1.95 (IH, m), 1.92-1.62 (5H, m)o 

Vyy:^-! - (N-li h'VJ^'yT^ y^)l^t'^)\^) - 2- (N- (4- (3 



TLClRf 0.31 (rJ-nn.-^;!//, : > :5'y-;i/=9 : 1) ; 
NMR (d6-DMSO) : S 10.39 (IH, s), 8.50 (IH, t, J=5.6Hz), 7.83 (2H, d, 
20 J=8.2Hz), 7.52 (2H, d, J=8.2Hz), 4.34 (2H, s), 3.35 (3H, s), 3.32-3.14 (2H, m), 
2.40-2.22 (IH, m), 2.20-2.04 (IH. tn), 1.90-1.50 (5H, m), 1.48-1.24 (IH, m)o 
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2 (R) -T';;W-5-J^h^v> h^v- 4 (S) - [N- (4-7^^ 



Uf^-i^A vyDe;UT5 K (3.6 m 1 ) (Dy- h^H KD7^> (2 0 m 

ifetrfflv^T. IIM«^3 7^|||ife«?!3 4 1 h ^ v p< n ^ 

iXfz. 2 (S) -2-7'n^^;i/-4 (S) -a:, h^rv^ b + 4 - 
(N- (4 -y T 5 7 f-;i^J^;^-r -'l^ 

(1.06 g) <DThy}^ Ko77> (4ml ) ^m^kTLfZo tS-^t/^-l 5t: 

ih}VJU> : g^^jL^;u=8 7 : 1 3) -^mmLfz^ mMLfzit^m (2 0 0 

mg) ^fflv^T. mmm2x-^^ii:h:^mtmmo^m^:^j:\^\ ^kom^m 

20 ^^■t'i.MM'fb'i't? (19 3mg) ^mzo 

TLC : 0.19 (i?nn/i^;i/A : ^ :J'y-;i/=9 : i) „ 

N-t: Kn^->-2 (R) -T 'j 5 -o^ b ^ h^v-4 (S) - [N 
25 - (4 -7aLy ^vTi-;^:^;^?^-;!^) 757] ^^^^^r^ k 
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OCH2CH3 



TLC : R f 0.23 (^nn.i^;i/A ; ^ ^j^y 1 0 : 1) ; 

NMR (dg-DMSO) : S 10.37 (s, IH), 8.74 (brs, IH), 8.13 (d, J=8.1Hz, IH), 
7.90-7.85 (m, 2H), 7.45-7.39 (m, 2H), 7.19 (t, J=7.2Hz, IH), 7.07-6.99 (m, 4H), 
5.69-5.60 (m, IH), 5.02-4.93 (m, 2H), 4.56 (s, 2H), 3.99-3.89 (m, IH), 3.80-3.39 (m, 
10 4H), 2.26-2.01 (m, 3H), 1.85-1.79 (m, IH), 1.61-1.54 (m, IH), 1.07 (t, J=7.2Hz, 3H)c 



^^^J5 8 (1) 

+ (R) v;l/- 5 - ^ h ^->> H ^ v- 4 (S) - 

[N- [4- {^>yyy> - 2-^ y j^~)Vij )Ut^:=-)U] 7 5 7] ^> 



15 



20 
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TLC : R f 0.35 (i^up;}^;i/A : p{ y~)U= 1 9 : 1) ; 
NMR (dg-DMSO) ! S 10.37 (IH, s), 8.72 (IH, s), 8.28 (IH, d, J=7.2Hz), 8.02 
5 (2H, d, J=8.8Hz), 7.97 (2H, d, J=8.8Hz). 7.74- 7.62 (2H, m), 7.57 (IH, d, J=0.6Hz), 
7.41-7. 10 (7H, m), 4.56 (2H, s), 4. 18-3.98 (IH, m), 3.57-3.39 (2H, m), 3.23 (3H, s), 
2.85 (IH, dd, J=13.6, 8.4Hz), 2.64 (IH, dd, J=13.6, 6.0Hz), 2.54-2.40 (IH, m). 
2.03t1.80 (IH, m), 1.72-1.52 (IH, m)o 

10 mmm 5 s (2) 

N-ti Kn^i/-2 (R) -^^}\y-5-J^h^'y^ (S) - [N 



.OCH2CH3 




15 

TLC : R f 0.29 (^nD*;i/A : g^^= 1 0 0 : 1 o : 1) ; 

NMR (d6-DMS0) : S 10.35 (s, IH), 8.70 (s, IH), 8.13 (d, J=8.1Hz, IH), 7.88 
(d, J=8.4Hz, 2H), 7.45-7.39 (m, 2H), 7.19 (t, J=7.2Hz, IH). 7.07-7.01 (m, 4H), 4.57 
(s. 2H), 4.01-3.88 (m, IH), 3.47 (q, J=7.2Hz, 2H), 3.44-3.38 (m, 2H), 2.30-2.18 (m, 
20 IH), 1.91-1.82 (m, IH), 1.55-1.46 (m, IH), 1.07 (t, J=7.2Hz, 3H), 0.99 (d, J=6.9Hz, 
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3H)o 

N-k (R) 5 -x ^ (S) - [N 

K 



.OCH2CH3 




TLC : R f 0.49 (^nn.-}^;WA : y-)U=9 : 1) ; 

NMR (d6-DMSO) : S 10.36 (s. IH), 8.69 (s, IH), 8.28 (d, J=8.2Hz, IH), 
8.00-7.94 (m, 6H), 7.84 (d, J=8.4H2, 2H), 4.57 (s. 2H), 4.06-3.88 (m, IH), 3.52- 
3.42 (m, 4H), 2.34-2.18 (m, IH), 1.95-1 .81 (m, IH), 1.60-1.45 (m, IH), 1.07 (t, 
J=7.2Hz, 3H), 1.00 (d, J=6.6Hz)o 

mmm?> 9 ( d -^5 9 (2) 

4 (S) -*;i/#^v- y7'^>^^^;l/a^;^T;K7)>ft;t)i9 t::4 
(R) -:*;U7K:^v-4 -T$ y i5Xr/^^m4X- 



450 



•wo 99/19296 



PCT/JP98/04529 



N-liKD:^v-2 (S) --^?>v;i/- 5 h^v^ v-4 (R) - 
[N- (4 -7iy ^v7i-;i/*;i/.-if-;i/) 75y] ^^^J'^T^ K 



TLC : R f 0.41 (^Dn*;i/i, : > ^ y -;u : g^g? : 7K= 1 0 0 : 1 0 : 
1 : 1) ; 

NMR (d^-DMSO) : S 10.33(1H, s), 8.69(1H. s), 8.12(1H, d, J=8.0Hz), 7.85(2H, 
d, J=8.8Hz), 7.37-7.46(2H, m), 6.99-7.27(10H, m), 4.52(2H, s). 3.90-4. 13(1H, m), 
3.38-3.44(2H, m). 3.20(3H, s), 2.81(1H. dd, J=13.2Hz, 6.2Hz), 2.59(1H, dd, 
J=13.2Hz, 6.2Hz), 2.38-2.52(lH, m), 1.79-1.93(1H, m), 1.50-1.63(1H, m)o 

^tkmSQ (9.) 

+ (S) -^>v;i/-5-^ h^vp* h^v-4 (R) - 

[N- [4- (3 1 -yDii-;i/) 7ai-;^>& ;u;K-;u] t5 
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TLC : R f 0.41 ii^UU7i^)UA : ^ ^ry ; • 1 0 0 ! 1 0 ! 

1 : 1) ; 

5 NM R (d6-DMS0) : d 10.31(1H, s), 8.68(1H. s), 8.24(1H, d, J=8.1Hz), 7.81(2H, 
d, J=7.8Hz). 7.51(2H, d, J=7.8Hz), 7.32(2H, t, J=7.8Hz), 6.95-7.24(8H, m), 
5.05(2H, s), 4.50(2H. s), 3.90.4.07(1H, m). 3.37-3.42(2H, m), 3.18(3H, s), 2.79(1H, 
dd, J=13.5Hz, 6.2Hz), 2.58(1H, dd, J=13.5Hz, 6.2Hz), 2.43-2.52(lH, m), 1.82- 
L89(1H, m), 1.54-1.62(1H, m)o 

10 

^*fe^60 (\) -fiO (S) 

15 ^ o ) ^m:mm 2 -mmm 3 -*mmm 4 -*mmm 2 7 -cm^tiiyfrntmrni^ 
^nkmeo (I) 

N-H (S) - (3 -7 5 

20 v-4 (S) - [N- iYy>7.-4-;<^)l^i/iru^^-y)Ui])l'}ii~}U) T 

5 y] K 
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TLC : R f 0.27 (^^D5}^;l/A : ^ ^ /-;i/= 9 : 1 ) ; 

NMR (d6-DMSO) : d 10.45-10.10 (brs, IH), 8.80-8.45 (brs, IH), 7.40 (d, 
J=8.1Hz, IH), 6.86 (t, J=7.7Hz. IH), 6.35 (d, J=7.7Hz, IH), 6.32 (s. IH). 6.28 (d, 
J=7.7Hz, IH), 4.85 (s, 2H), 4.54 (s, 2H), 3.95-3.80 (m. IH), 3.55-3.20 (m, 4H, 
overlap with H20 in DMSO), 2.59 (dd, J=13.2, 8.4Hz, IH), 2.45 (dd, J=13.2, 5.7Hz, 
IH). 2.32-2.20 (m, IH), 2.08-1.92 (m, IH), 1.80-1.57 (m, 5H), 1.57-1.44 (m, IH), 
1.44-1.20 (m, 3H), 1.11 (t, J=7.1Hz, 3H), 0.96-0.76 (m, 5H)o 

mmmeo (2) 

(S) -^>>^;i/-5 - j:- h^v'pf v-4 (S) - 
[N- (4 -*;u*'^v7ai^;i/3&;u.-K-;u) T5y] ^>^'>7< K 



TLC : R f 0.22 (^nnj^;l.A : : |^i?= 9 0 : 1 0 : 1) ; 

NMR (d6-DMSO) : d 13.50-12.70 (br, IH), 10.37 (s. IH), 8.82-8.58 (br, IH), 
8.31 (d, J=8;7Hz, IH), 8.01 (d, J=8.7Hz, 2H), 7.95 (d, J=8.7Hz, 2H), 7.27-7.08 (m. 
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5H), 4.58 (s, 2H), 4.34-4.19 (m, IH). 3.60-3.40 (m, 4H), 2.77 (d, J=7.2, 2H), 2.42- 
2.32 (m, IH), 1.85-1.62 (m, 2H). 1.09 (t. J=6.9H2, 3H)a 

(S) -^>'v;l'- 5 -J^ h^v^ ^-4 (S) - 
[N- (4 -T ^ y 7a.-;W*;i/;}C-;i') T<y] ^>^>T5 K 



T L c : R f 0.36 i^it^ ^^>:p{^y-;w=i9:i) ; 

NMR (dg-DMSO) ! S 10.34 (brs, IH), 8.65 (brs, IH), 7.61 (brd, J=9.0Hz, IH), 
7.58 (d, J=8.4Hz, 2H), 7.22-7.08 (m. 5H), 6.52 (d, J=8.4Hz, 2H), 5.57 (brs, 2H), 
4.55 (s, 2H), 4.20 (m, IH), 3.50-3.40 (m, 4H), 2.74 (d, J=7.2Hz, 2H), 2.35 (m, IH). 
1.80-1.59 (m, 2H), 1.07 (t, J=7.2Hz, 3H)o 

^mmeo (a) 

(S) -^>v;u-5-J^h+vp« h^v-4 (S) - 
[N- (4-fer^'; v;w*;W'i?-;i/) r^y] ^>i^>T<y 
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TLC : R f 0.50 (^nD?J^;uA : |^^= 7 : 2 : i) ; 

NMR (d6-DMS0) : S 10.30 (brs, IH), 7.47 (brd, J=9.0Hz, IH), 7.25-7.08 (m, 
5H). 4.53 (s, 2H), 3.93 (m, IH), 3.43 (q, J=6.9Hz. 2H), 3.35 (m, 2H). 2.94 (brd, 
J=12.0Hz. 2H), 2.68 (m, 2H), 2.49 (m, 2H), 2.35-2.10 (m, 2H), 1.70-1.40 (m, 6H), 
5 1.09 (t, jf=6.9Hz. 3H)o 

mmm 6 o f 5 ) 

N-l:Kn:^rv-2 (S) - ( 3 - 1 Kn v^> -S-J^-b^v^ 
h#v-4 (S) - [N- {4 -;i^)UyjL-)Ut}U^^^)l) T^y] ^y'^ 

10 yri K 



TLC : R f 0.45 (ig'fk^^^^^ : ^^y-;u=9 : 1) ; 

15 NMR (d6-DMS0) : S 10.33 (s, IH), 9.16 (s, IH). 8.64 (s, IH), 7.99 (hrd, 
J=8.4Hz, IH), 7.75 (d, J=8.4Hz, 2H), 7.23 (d, J=8.4Hz, 2H), 6.97 (t, J=7.2Hz, IH), 
6.51 (m, 3H), 4.55 (s, 2H), 4.17 (m, IH), 3.50 (m, 2H), 3.44 (q, J=7.2Hz, 2H), 2.62 
(m, 2H). 2.33 (s, 3H), 2.33 (m, IH), 1.80-1.60 (m, 2H), 1.06 (t, J=7.2Hz, 3H)o 

20 6 1 ( 1 ) - 6 1 (13) 



OH 




455 



wo 99/19296 



PCT/JP98/04529 



N-t Kn:^ V- 2 -^>v;^-4 - [N- [4- i^yv*yy>-2 



TLC : R f 0.39 (:}'nn*;i/A : ;>t ^y-;u= l 0 : 1) ; 
10 NMR (dg-DMSO) : d 10.43 (IH, s), 8.52 (IH, t, J=5.6Hz), 8.00 (2H, d, 
J=8.8Hz), 7.94 (2H, d, J=8.8Hz), 7.71-7.63 (2H, m), 7.57 (IH, s), 7.39-7.16 (7H, m), 
3.30-3.15 (2H, m). 2.83 (IH, dd, J=8.6, 13.6Hz), 2.66 (IH, dd, J=6.2, 13.6H2), 
2.44-2.31 (IH, m), 1.88-1.53 (2H, in)o 

15 mm 6 1 (2) 

(3 - •7jt^;l/7'n -4- [N - [4- > 




1VO 99/l?>296 




TLC : R f 0.41 (^ruat^)UA ; p{^y-;u= i Q I 1) ; 
NMR (d6-DMS0) : S 10.48 (IH, s). 8.50 (IH, t, J=5.6HzX 8.01 (2H, d, 
5 J=8.8Hz), 7.95 (2H. d, J=8.8Hz), 7.71-7.63 (2H, m), 7.57 (IH, s), 7.39-7.11 (7H, m), 
3.25-3.15 (2H, m), 2.59-2.47 (2H, m), 2.18-2.02 (IH, m), 1.82-1.36 (6H. m)o 

N-liKn^v-2- (2 -7ai^;l/Jif-;l/) -4- [N- [4- (^>V 




TLC : R f 0.47 : p{^y-;i/= 1 Q : 1) ; 

15 NMR (0)300) :S 7.98 (2H, d, J=8.4Hz), 7.89 (2H. d, J=8.4Hz), 7.64-7.60 
(IH, m), 7.56-7.52 (IH, m), 7.36-7.09 (7H, m), 7.32 (IH, brs), 3.51-3.24 (2H, m), 
2.68-2.50 (2H, m), 2.28-2.14 (IH, m), 2.04-1.69 (4H, m)o 
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N-li -^>v';i/-4 - [N- [4- [2E- (4-^nn-7 

5 



T L C : R f 0.46 (i^ Dn.-^;i/A : ^ ^ / -;i/= 1 0 : 1 ) ; 
NMR (dg-DMSO) : 8 10.41 (IH, brs), 8.76 (IH, brs), 8.41 (IH, t, J=5.4H2), 
10 7.83 (2H, d, J=8.4Hz), 7.66 (2H, d, J=8.4Hz), 7.65 (2H, d, J=8.8Hz), 7.44 (2H, d. 



J=8.8Hz), 7.35-7. 12 (7H, m), 3.28-3.15 (2H. m), 2.83 (IH, dd. J=8.4, 13.2Hz), 2.65 
(IH, dd. J=5.8, 13.2Hz), 2.46-2.30 (IH, m), 1.86-1.51 (2H, m)o 

15 N-H KD^ V- 2 -'^>v;l/-4 - [N- ( 4 - 7 7 ^ v "7 ;i/ 





20 



TLC : R f 0.45 (i^nn;J^;i/A : ^ ^^y-;i,= i o : 1 ) 
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NMR (d6-DMS0) : S 10.40 (IH, s). 8.75 (IH, brs), 8.35 (IH, t, J=5.6Hz), 7.84 
(2H, d. J=8.8Hz), 7. 47-7.38 (2H, m), 7.30-6.99 (lOH. m), 3.26-3.14 (2H. m), 2.82 
(IH, dd, J=8.4, 13.6Hz), 2.64 (IH, dd, J=6.2, I3.6H2). 2.43-2.28 (IH, m), 1.84-1.49 
(2H, m)o 



^mm 6 1 (6) 

N-liKP^v-2- ii-y U>- \ -y( )]^) ^^;l/-4- [N- (4 - 



TLC : R f 0.45 (^^nn.-f:;i/A : p{ ^'/-;i/= l 0 : 1) ; 
NMR (dg-DMSO) :S 10.39(1H, brs). 8.74 (IH, brs), 8.33 (lH,t, J=5.4Hz), 
8.08-8.03 (IH, m), 7.92-7.75 (2H, m), 7.81 (2H, d, J=8.8Hz), 7.54-7.40 (9H, m), 
15 7.00 (2H, d, J=8.8Hz), 3.33-3.07 (4H, m), 2.63-2.45 (IH, m), 1.96-1.56 (2H, m)o 

mmn^ i (7) 

N-li Ko^ v-2->f V7'nf;i'-4- [N- (4 -7x y ^v-7i-;U 



5 



10 




20 
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TLC : R f 0.35 {^uu7i-^)VA : yf-)u= 1 0 : 1 ) ; 

NMR (d6-DMSO) I d 10.39 (IH, brs), 8.34 (IH, t, J=5.6Hz), 7.90 (2H. d, 
J=8.8Hz), 7.43 (2H. t, J=7.4Hz), 7.19 (IH. t, J=7.4Hz), 7.09-7.04 (2H, m), 7.01 (2H, 
d, J=8.8Hz), 3.22-3.06 (2H, m), 1.78-1.61 (4H, m), 0.87 (3H, d, J=6.8Hz), 0.83 (3H, 
d, J=6.0Hz)o 

N-li Kn:^^ V- 2 - i^y V y - 4 - )\^) ^f-;u-4- [N- (4-7 



TLC : R f 0.38 (i^ nu.-^;i/i^ : ^y->i/= i Q : i) ; 

NM R (d6-DMSO) : d 10.41 (IH, bre), 8.76 (IH, brs), 8.76 (IH, d, J=4.4Hz), 

8.37 (IH, t J=5.6Hz), 8.15 (IH, br.d, 7.6Hz), 8.00 (IH, d, J=7.4Hz), 7.83 (2H, d, 
J=8.8Hz), 7.77-7.69 (IH. m), 7.62-7.54 (IH, m), 7.47-7.38 (2H, m), 7.30 (IH, d, 
J=4.4Hz), 7.23-7.16 (IH, m), 7.08-7.05 (2H, m), 7.01 (2H, d, J=8.8Hz). 3.33-3.14 
(4H. m), 2.64-2.50 (IH, m), 1.98-1.58 (2H, m)o 

^«fegil6 1 (9) 

{2-\£V9)l) ^f-;l/-4- [N- (4-7x7 + 
v7x-;i':^;;i"-K-;w) 7<y] 7'^75K 



HO 
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TLC : R f 0.34 (^'nn.-^;i/A : > ^y_;u= 10:1) ; 
5 NM R (d6-DMS0) : <5 10.47 (IH, brs), 8.76 (IH, s), 8.47-8.43 (IH, m), 8.34 (IH, 
t, J»5.6Hz), 7.83 (2H, d, J=8.8Hz), 7.66 (IH, dt, J=1.8, 7.6Hz), 7.46-7.39 (2H, m). 
7.23-7.15 (3H, in), 7.09-7.03 (2H, m), 7.01 (2H, d, J=8.8Hz), 3.25-3.12 (2H. m), 
2.97 (IH, dd, J=7.6, 13.6Hz), 2.78 (IH, dd, J=6.6. 13.6Hz), 2.76-2.56 (IH, m), 
1.85-1.46 (2H, m)o 

0 

^mme \ do) 

N-liKn4rv-2- (3-tf';v;i/) ^f-;V-4- [N- (4-7^^^ 



15 




TLC : R f 0.20 (:J'DDj^;i/A : ^^y-;u= i 0 : l) ; 

NMR (dg-DMSO) : S 10.41 (IH, brs), 8.76 (IH, s), 8.40-8.37 (3H, m), 7.85 (2H, 

d, J=8.8Hz), 7.56 (IH, dt, J=7.6, 2.2Hz), 7.47-7.38 (2H, m), 7.30-7.16 (2H, m), 
20 7.10-7.04 (2H, m), 7.02 (2H, d, J=8.8Hz), 3.30-3.13 (2H, m), 2.87-2.66 (2H, m), 
2.44-2.30 (IH, m), 1.86-1.52 (2H, m)o 

461 
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mmm^ i (n) 

N-tKn4rv-2- {i-y i^U>-2-^ }U) ^^;u-4- [N- (4- 

5 



TLC : R f 0.45 (^'OD/-^;i/A : ^ ^'y-;!/::: 10:1) ; 

NMR (dg-DMSO) : S 10.40 (IH, d, J=1.4Hz), 8.74 (IH. d, J=1.4Hz), 8.36 (IH, 
10 t. J=5.6Hz), 7.84 (2H, d, J=8.8Hz), 7.83-7.79 (3H, m), 7.65 (IH, brs), 7.50-7.33 (5H, 
m), 7.19 (IH, tt, J=1.8, 7.4Hz), 7.09-7.04 (2H, m), 7.01 (2H, d, J=8.8Hz), 3.30-3.12 
(2H, m), 2.98 (IH, dd, J=8.8, 13.6Hz), 2.83 (IH, dd, J=6.0, 13.6Hz). 2.50-2.40 (IH, 
m), 1.90-1.54 (2H, m)o 

15 mmn^ 1(12) 

(4-Vf';v;i') ^f-)V-4- [N- (4-7jiy^ 
v7i-;i/*;u*'-;p) T^y] y^7$ K 





20 



TLC : R f 0.17 (:^nn*;u/s : ^ y~)\y= i 0 : 1) 



^VO 99/1^96 
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NMR (d6-DMS0) Id 10.44 (IH, brs), 8.78 (IH, brs), 8.42 (2H, d, J=5.8Hz), 
8.38 (IH, t, J=5.6Hz)» 7.85 (2H, d, J=8.8Hz), 7.47-7.38 (2H, m), 7.23-7.15 (3H, m), 
7.10-7.05 (2H, m). 7.02 (2H, d, J=8.8Hz), 3.30-3.13 (2H, m). 2.87-2.66 (2H, m), 
2.48-2.33 (IH, m), 1.85-1.52 (2H, m)o 

mWim 6 1 (13) 

N-li KD:^:v-2 - (3 h^v^>v;l/) -4- [N - (4-7^^ 



OCH3 




TLC : R f 0.41 (r5^nn/-h;i/A : ;>(^y-;i.= i Oil); 

NMR (dg-DMSO) : S 10.40 (IH, s), 8.76 (IH, brs), 8.35 (IH, t, J=5.6Hz), 7.84 
(2H, d. J=8.8Hz), 7.47-7.39 (2H, m), 7.24-7.04 (4H, m), 7.01 (2H, d, J=8.8Hz), 
6.75-6.70 (3H, m), 3.70 (3H, s), 3.30-3.10 (2H, m), 2.79 (IH, dd, J=8.8, 13.4Hz), 
2,61 (IH, dd, J=6.2, 13.4Hz), 2.43-2.29 (IH, m). 1.83-1.48 (2H. m)o 

mtame 2 



463 




TLC : R f 0.33 (^pn;f:;i/^ : i oil); 

NMR (dg-DMSO) : a 10.47 (IH, s), 9.10-8.41 (IH, brs), 8.33 (IH. t. J=5.2Hz), 
7.85 (2H, d, J=8.8Hz), 7.23 (2H, t, J=7.4Hz), 7.19 (IH, t, J=7.4Hz), 7.09-7.04 (2H, 
10 m), 7.01 (2H, d, J=8.8Hz), 3.21-3. 11 (2H, m), 2.22-2.04 (IH, m). 1.76-1.34 (4H, m), 
1.16-1.02 (IH, m), 0.84 (3H. d, J=5.4Hz), 0.81 (3H, d, J=5.8Hz)o 

mmn^3 

5-^h^v-4 (S) - [N- [4- (4 - iruuy jL^)]^) 7ji^)\^f} 
15 ;i/;!K-;i'] T5y] ^y-s^y^ 




20 ^{■^LT#7t, 5-liKn^v-4 (S) - [N- (4* - n n ;I/ 
-4-^)1^) 7 < ^ ^> >^^'f-}i^J.:^T)i^ (1.7 g) co^Vy 
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tKD77> (5ml) mWLiiZ, vV*r;l/ ( 5 0 0mg) iSiO^yrV^^ 

><DJ^-7-}i^ (4m I) ^m^mifzo is^^^rMfa-ei o^mmwLfz, k 

B^Wiii^m L fzo n^(DT hy}^Vuyyy (5ml) ^mz, v T v*;< ^ 
y(7)jc-x;w (4ml) M^tjpx.. 1 O^J^-ra^il^L/Co -O^'f^t 1 0®^ 

;p=9 : l->3 : 1) -CilSSSiL. ^S'fl:'g-%<^>f-;l/a:;;-f;i/#: (1.42 g) i 
%fZo :^^)\ya-%T)\^^ (1.4 g) «:fflv>T, lli&f^2-C^$^x-2>:^?Si:|^;^H 
af^LT, •^Jvfc^l-J^ttffi^r^-r^MM'g-t/ (1.2 g) ^nfzo 
TLC : R f 0.50 (ig-ft:^ f- 1- > : >^y-;i/=9 : 1) o 

^^^6 4 

N-t KD^ v-5 h^v-4 (S) - [N- [4- (4-i^nn7jc 



t wm^m'^L. ''k<r^m'^^^^'fhmM\t^m^%fzo 

TL C : R f 0.38 (^nD.i-x;Ui, : > ^ y _;u= 1 0 : 1) ; 

NMR (dfi-DMSO) : 8 10.35 (IH, brs), 8.27 (IH, d, J=8.4Hz), 7.95 (2H, d, 
J=8.4Hz), 7.77 (2H, d, J=8.4Hz), 7.76 (2H, d, J=8.8Hz), 7.54 (2H, d, J=8.8Hz), 
4.20-4,03 (IH, m), 3.42 (IH, dd, J=6.2, 9.6Hz), 3.33 (IH, dd, J=6.2, 9.6Hz), 3.26 
(3H, s), 2.08-1.95 (2H, m), 1.94-1.58 (2H. m)o 




PCH3 
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2 (S) -^f^;k-5-t: (S) - ili--<> 'JjVt^zy:^ )V 



4 (S) -*;i';K^v-4- (N-^>v;i/:t + v*;u*'-;i'T5 y) 

TLC:Rf 0.36 : g^^a^^;i.= 3 : 1) o 

2 (S) -^^)U-5-Xi7i/>^ 5. h'-4 (S) - [N- (4-i^Dn7 



m^m-^^^Ltzit^m (1.42 g) , ;^i^v>>f 5 K (5 2 Img) is X 
XfY'}y:i.~)V^.7.-7^y (1.38 g) 5ril7Kx hyli Ko77> (2 0ml) 

4 o%b;wj^>?#?et) =£rrgTL, o'ct^znmtmLtzo Wii^m,^m^mkL 





CI 
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1> •^^Hf> : |^®Sx^;l.= 3 : i->2 : 1) ■C2lilWiSL, gfitftit 

>:^^>' (2.09 g) «r#7t:o d <^jl-^t><^^ ^ ^ - 

(2 Oral) mmiiZ. 1 0%^>'7 v-? A^S (4 0 0 mg) ^iJD£. tK*^ 

pmimmLfzo n^i'j^xja;ij^> (20mi) izmmt. oviz^mt 

fzo ^<DmWLiZ h ';j^^;WT5 > (2ml) iB XVp-^ua^>^/^ n 
K (1.10 g) =grjnx.. 0t:-C2^TO#L;^:o R)!L>?l'^%^g^i?J^f-;v-e# 

u-7Yifyy^ ^ {^^^y : g^^j:5^;p=3 : 1-^2 : 1^3 : 2) rj^S 
LT, nmit^m(0t-r^}V:r,7,7-)Vj^ (1.29 g) ^#;^:o t 
7-)Vi^ (1.07 g) =Srfflv^T||ife|?!l2 9-C,T$n-5>:^-ffitTO<^Sf^^r^f^v^, 
^tc^-rJ^^^ii^r^ft^mfL-^tJ (8 4 5 mg) i^tZo 
T'L c : R f 0.40 {mt^ !^ > : > ^ y -;u= 9 : 1) ; 

NM R (CDQs) : 8 7.64 (d. J = 9.0Hz, 2H), 7.35 (d, J = 9.0Hz, 2H). 6.55 (d, J 
= 8.7Hz, IH), 4.51 (m, IH), 3.69 (dd, J = 13.8, 9.3Hz, IH), 3.62 (dd, J = 13.8, 
4.2Hz, IH), 2.75-2.51 (m, 5H), 1.97 (ddd, J = 14.4, 10.8, 7.2Hz, IH), 1.65 (ddd, J = 
14.4, 6.3. 4.2Hz, IH), 1.26 (d, J = 7.2Hz, 3H)o 

N-liKn:^v-2 (S) -^f^;b-5-;^^v>'f 5 K- 4 (S) - [N 
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tmmi^mitLx. ^<D!^i±m^tt ^mmit^<^^mzo 

5 TLC : R f 0.42 (ig<b^-?^^> : p{^y-;U=9 : 1) ; 

NMR (d6-DMSO) : S 10.35 (d, J=1.5Hz, IH), 8.65 (d, J=1.5Hz, IH), 8.12 (d, 
J=9.0Hz, IH), 7.75 (d, J=8.4Hz, 2H), 7.51 (d, J=8.4Hz, 2H), 4.22 (m, IH), 3.49 (m, 
2H), 2.53 (m, 4H), 2.17 (m, IH), 1.70 (ddd, J=13.8, 10.5, 5.4Hz, IH), 1.50 (ddd, 
J=13.8, 9.0, 4.5Hz, IH), 0.96 (d. J=6.9Hz, 3H)o 

10 

^*fc^lfifi M) 

N-t:KD^->-2 is) -^f-;P-5-;^i^v>>f ^ K:^^v-4 (S) 
- [N-^f-;i^-N- (4 -- h n7i-;u:^ ;U/-Kj^;u) r^y] ^y^^yy 
^ K 




20 ftt>^tC, P-- hD^>V'^ ;U:^D 'J K^fflViT^T=5:^\ t - yf->>UJ^^ -f 
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T L C : R f 0.45 (J^ffc^ ^u>:^^y-;i.= 9:i) ; 

NMR (d6-DMSO) : 8 10.50 (s, 0.7H), 10.45 (s, 0.3H). 8.28 (d, J=9.0Hz, 1.4H), 
8.24 (d, J=9.0Hz, 0.6H), 7.69 (d, J=9.0Hz, 1.4H), 7.61 (d, J=9.0Hz, 0.6H), 4.86 (m, 
0.7H), 4.20-4.00 (m, 2H), 3.72 (m, 0.3H). 2.89 (s, 0.9H), 2.71 (s, 2.1H), 2.60 (m, 
4H), 2.20-1.70 (m. 2H), 1.60-1.30 (m, IH). 1.05 (d, J=6.9H2, 2.1H), 0.74 (d, 
J=6.9Hz, 0.9H)o 



b-^y^'y ^ Y^i^- A (S) - [N- {A-y ^'y-y 



(S) - (N- (4 -7iy^v-7a:-;l'3!7;l/.-K-;l/) T\/^ 
>i^>m. (3.62g) <^f- Kn7y> (1 00ml) mWii OX:iZi^m^. 
h';xf-;l/T5> (1.69 ml) is J: J[>'if^;i/^ n n.-^;i/> - ^ (1.2 ml) Srfll 

(o.s^ft) ^ijwx.. 3 o^mmw^k. w^m (smu ^mrt. so^m 




OCH2CH3 
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: ^4 -9- > = 2 : 1 ( 1 % f u T 5 — 4 : i ) x-mm 
TLCiRf 0.52 mm^^Ji^ :^^'^> = 4 : 1) o 

1 -rn-:E- h^v-4 (S) - [N- (4 - 7^7 7 



^^msX-m^Lfzit^^ ( 4 9 0mg) OJtg'fby -^^L^^ (10ml) 
ic, 'h 'j 7jc^;1/*;^7^ > (4 0 9mg) isXVRWKmi- h V ^ is (3 2 
8mg) =J:i]P£. 0 t:JCJ^±P L ;t:o rS^tf^C. Eg:^'fb^0 (6 4 7mg) Ojg 
-fb^f-U^ (5ml) M^rrgTL, Ot-ei 5^Wtl^L/c„ St&fl^^i^^^ 

av.h^y7-f- (^^-y-v : g^iga^f-;P=3 : l) t^ffliSL. ^(^WH^r 
^•f ^mmit^!^ (2 9 3 g) i%fZo 
T L C : R f 0.41 (^^-9- > : g^i?i^;i/= 2 : 1 ) o 

l-T-t-?^;i/f-:t-5-J^h^vy h+v-4 (S) - [N- (4-7xy 
4rv7i— -'I' ^^^i/ **—;!/) T^y] 




.OCH2CH3 
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OCHjCHa 




0^M9-^mmLtzit^!^ (2 9 Omg) OT-b h> (8m 1 ) mWHZ, ^ 

tmmv^j^ (1 1 3mg) imi. 2mmw.Lrzo Kmmm^ 
m^-r^mmit-^!^ (2 6 8mg) imzo 

TLC:Rf 0.28 (^^-y-^ : B^i?a^f-;w=2 : 1) o 

NMR (CDCI3) : $ 7.77 (d, J=8.7Hz, 2H), 7.38 (t, J=7.5Hz, 2H), 7.17 (t, 
J=7.5Hz. IH), 7.05 (d, J=7.5Hz) and 7.01 (d, J=8.7Hz) total 4H, 6.54 (d, J=8.7Hz. 
IH), 4.72 (d, J=6.9Hz, IH), 4.68 (d, J=6.9H2, IH), 4.35-4.25 (m, IH), 3.74 (dd, 
J=10, 3Hz, IH), 3.63-3.58 (m, 3H), 2.92 (t. J=6.9Hz, 2H), 2.32(s, 3H), 1.80-1.65 (m, 
4H), 1.21 (t, J=7.2Hz, 3H)o 

mtkm 6 8 

(S) - [N- (4--7iy^v7jL-;^:)t;;i^** 



OCH2CH3 
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mmme ix-m^ttzit^!^ (2 3 omg) (sm i) mmi^. 

^ia-e^®?* V^A ( 1 4 6 m g) ^rijp^. 2 wmmwLtzo KBmmif}(^y 

5 )V:fjyA^t]-7 1.^-^7^- (^^-if > : |^^j:f-;w=3 : i ) -C^ML, ^ 
<^^^mi^i-i>mmit^!^ (1 7 Omg) ^^tfTtio 
T L C : R f 0.27 (^^'^> : g^i?Jtf-;i/= 2:1), 
NMR (CDCI3) : $ 7.77 (d, J=9Hz, 2H), 7.40-7.34 (m, 2H), 7.17 (t, J=7.5Hz, 
IH), 7.08-6.96 (m, 4H), 6.54 (d, J=9Hz, IH), 4.73 (d, J=6.9Hz, IH), 4.69 (d, 
10 J=6.9Hz, IH), 4.34-4.24 (m, IH), 3.77 (dd, J=10.2. 3Hz, IH), 3.66-3.56 (m, 3H), 
2.63- 2.53 (m, 2H), 1.83-1.65 (m, 4H), 1:37 (t, J=7.5Hz, IH), 1.22 (t, J=7.2Hz. 3H). 



h^i/-4 (S) - [N- (4-7j^y ^v7ji-;u:^?;u** 




4 (S) -ij )\^^^i/-A- (N-^>v;i':j-^v?t/;i'**-;v7^ y) 

Y^LX%hfifz. 5 (S) -a^h^v^b^v-4 (S) - {^y'J)Vir^'y 
U)Vji^=.)V) T \ y ^ y^:^f-)\/J^7.7-)^ (1 0 g) (O^ ^ y>-)V (1 5 

0ml) mmz. 1 o%^^•7v•>A;^^ (ig) tmi. tK^m^t, 2m 
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Lt^o ^^t/Ovp<^;i'*;l/AT5 K (DMF) il50ml)mmz. 1- 
H KD^V^^'Vh VTV*-;U • l7m<^ (4.8 g) iJitf 4 ^V^,t 

(6g) ^:JPx> fI'&2fe?r7Xi^L. l-x^;i/-3- (3-v^^;UT^ 
yynif;!/) *;i/;Ky-r^ K • JgggJg (6.5 g) ^rJJOx., ^tc h V JLf-;i/T ^ > 
(4.7ml) ^?gTm> g?aT-^^#L7to KBm-^^i^yK^mx.. ^m^^ 

f^i:n-^^'^>-cm^L. ^(Drnf^m^^^t^mm^t^m (s.i g) *#7to 

TLCrRf 0.22 (n-'^^-i^-v : i^®?if-;u= 1 : 1 ) o 

^^^1 7 0 

2 (S) ->f-;i/-5-J^h^vp{ h^v-4 (S) - [N- (4-7j^y 



TLC : R f 0.45 (i5'DD7^;i/A : ^ ^ -;n 1 7K= 1 0 0 : 1 0 : 
1 : 1 ) , 

NMR (DMSO-dg) : 5 7.75(2H, d, J=8.8Hz), 7.37(2H, m), 7.17(1H, t, J=7.4Hz), 

7.03(2H, m), 6.97(2H, d, J=8.8Hz), 6.58(1H, d, J=9.1Hz), 4.71(1H, d, J=6.9Hz), 
4.68(1H, d, J=6.9Hz), 4.43(1H, m), 3.74(1H, dd, J=3.0, 10.2Hz), 3.65-3.55(3H, m). 




O^CHa 



473 
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2.56(1H, m), 2.16(1H, m), 1.68(1H, m), L27(3H, d, J=6.9Hz). 1.18(3H, i, J=7.1Hz)o 



^nkm 7 0 ( n ^ 7 n (7) 

^l^m 7 0(1) 

2 (S) -7';;i/-5-J^h^v^ (S) - [N- (4-7jcy 



10 




TLC : R f 0.49 (^DO*;i/i, ; |^^= i Q 0 I 1 0 I 1) o 

^jifc^J7 0 (2) 

15 2 (S) -^^;P-5-J^h+v^ h^v-4 (S) - [N- [4- (4 - 




CN 



20 NM R (DMSOde) -8 12.7(1H, s), 8.29-8.25(2H. m), 7.97-7.92(6H, m), 7.83(2H, 

474 



wo 99/19296 



PCT/JP98/04529 



d, J=8.4Hz), 4.59(2H, s), 4.28-4. 16(1H, m), 3.53-3. 42(4H, m), 2.39-2.30(lH, m), 
1.95-1.84(1H, m), 1.64-1.54(1H. m), 1.12-1.04(6H. m)o 

N-t (S) -p<^;l.-5 -J^ h^vp< (S) - [N 




TLC : R f 0.40 i^uut^)UA : > :g^i? :7K= 100:10: 

1:1): 

NMR (DMSO-dg) : 5 10.37(1H, brs), 8.66(1H, brs), 8.03(1H, d, J=8.8Hz), 

7.87(2H, d, J=8.8Hz), 7.43(2H, dd, J=7.4, 8.5Hz). 7.20(1H. t, J=7.4Hz), 7.06(2H, d, 
J=8.5Hz), 7.02(2H, d, J=8.8Hz), 4.59(2H, s), 4.14(1H, m), 3.50-3. 45(4H, m), 
2.17(1H, m), 1.66(2H, m), 1.09(3H, t, J=7.1Hz). 1.01(3H, d, J=6.9Hz)o 

mtf&m? 1 ( n --7 1 (2^ 
mmn 0 (d ^T^^jiTo (2) -cmmLfzit^t^tm^^^x. nmmi 1 

N-n (S) -T';il'-5-J^h^v> (S) - [N 
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5 TLC : R f 0.26 (^on*;uA :Wf^= 1 0 0 : 1 0 : 1 ) ; 

NMR (d6-DMSO) : S 10.42(1H. s). 8.70(1H. s). 8.03(1H, d. J=8.8Hz), 7.89- 
7.85(2H, m), 7.47-7.37(2H, m), 7.23-7.15(lH, m), 7.09-6.99(4H. m), 5.77-5.55(lH, 
m), 5.03-4.92(2H, m), 4.58(2H, s), 4. 19-4.05 (IH, m), 3.53-3.42(2H, m), 3.47(2H, 
q, J=7.0Hz), 2.19-2.17(3H, m), 1.38-1.82(2H, m), 1.08(3H, t, J=7.0Hz)<, 

10 

mmm 7 1 (2) 

N-t Kn4^v-2 (S) -^^;W-5-J^h+v^ h^v-4 (S.) - [N 
- [4- (4 - v7y 7x^;i/) 7 ji-;i/5&;i/#-;u] 7<y] ^y^>T^ 
K 

15 

^OCH2CH3 




T L C : R f 0.48 (i}'nn.i^;i/A : ^ ^ y - ;U= 9 : 1 ) ; 
NMR (d6-DMSO) : d 10.37 (IH, s), 8.18 (IH. d, J=8.4Hz), 7.99-7.91 (6H, m), 
20 7.83 (2H , d, J=8.2Hz), 4.58 (2H, s), 4.24-4.07 (IH, m), 3.54-3.41 (4H, m), 2.26- 
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2.10 (IH, m), 1.74-1.62 (2H, m), 1.12-0.97 (6H. m)o 

mm I 

^i't^i-i>^M 1 0 O^intzo 

• N-li Kn^>>-2 (S) -^^;U-5-a:.h^v> (S) - [N 
- (4 ^^v^i-;!/*;!/*'^;!^) T<y] ^>^>T^h' 5.0 g 

• t )\y^^zy ;i^}U-t)UV-Xt )l'i/'y I. (m^M) 0.2 g 

10 • ;^rT'j >®?-7^;t>v^A (rirl^J) 0.1 g 

• ^^^^B-tJl^U-X 4.7 g 



15 ot>-/;KC5K«L, -tftHJ: t)<t|g^^L. 1 T>-/;U^2 OmgcD^g^^ 

vN-H (S) -^f-;l'-5-Jih^v^ h^v'-4 (S) - [N 

- (4 -y 3Lyf ^1/7 )]^:^:=.}U) y] >T5 K 2.0 g 

• h 2 0 g 

20 • MtK 5 0 0ml 
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1 . -H^^ ( I ) . 

.3 d6 



R" R^R" R 




^N^ (I) 
R* R" R« 

5 

l^f^. RMi-COORlO^ -CONHORlO, -CONHNHRlO, 
- (CH2) nSR50i7t:(i-Y-PO (0R51) 2^^t>L. 
Rio{i (i) 7tc^ii^> (n) C 1 -sr;!^^;!/^. (iii) 7^-;!/^. (iv) y 

RSOfi (i) Tlc^mi^, (ii) C l~8 7;u^;i'^. (iii) -COR 5 2 (^tp^ 
R5 2iici-8r)\^^)U^ttziiy^-)U^imi^to) > (iv) -SR53 
15 R5 3ii:^^^^^^ C1^87)i'^)i^&tfzi±yx.^)\^m^Ut>to ) 

R 5 1 {i^K^iii^, C l'-8 7)\^^}i^mtfzityjL^)U^imt}L. 

R2, R3, R4^ R5^ R6^ R7|i-e-tL-rtL^$3:LT 

20 1) tK^M^-^ 

2) C 1 ~8T;1/^;1'^. 

3) C 2~8T;b'5^-;w^, 

4) -OR 1 K 

5) -SRI 1, 
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6) -NRl 2R1 3, 

7) -C0R14, 

8) C y c 1 , 

9) -ORll. -SRll, -NR12R13, -C0R14^ i^T-v^* 
5 ttiiiC y c 1 ^-hmi:£ti^mi)m^ltzC l-8T)U^)l^m. tfzit 

10) -ORll> -SRll, -NR12R13^ -C0R14, ^'T~i^y 

R3^fcR4^;iJ?-^tC:&oTC 1~8T;I/+1/>^. R5^i:R6^;6?-j^t; 
10 ^:orC \ ~-Br)V^]^>m. R3*tR6^75?-^tz>5:oTC l-STil^^V 

^■t", Cyclfi^^^, ttzkt^T-u^^^hL. Zfih<omMWttz\t^ 
15 -rn^fi i-fit /i(i^tL;^±tfO (i) c 1 ~8 7;w^;i^^, (u) C1~8T;1/=? 

+ (iii)-hn^, (iv) ^T-vV^, (v) T5vV&. (vi)/^^y 

>JI^^, (vii) - h u ^i'^. (vfii) tIc^^x (ix) ^:^v;i'^^v^, (x) 

-NRlOlRl 0 2 (Rl 0 liJiyfRl 0 2(i, -?-:^L-P«iJ: LT;dC^li^- J 
fctiC 1 -ST^L-^^l^S^^^I-o ) . (xi) -COOR103 (Ri0 3{i, 
20 ^II?-i7t:{iC 1 ~8T;u^;l'S^^t>to ) > (xii) h 7;wtn> 

(xiii) Y')y}VtU)t^)V^^i/^, haw) y:JL-)V^, (xv)Cl~8T;l^ 
^;U**fc{iC 1 ~8T;l/34rV*tCj:oTfi|fe$aTV^<2,7jr::^;l/^, (xvi) 
7i-;l':^-^vSx (xvu)7x-;i/;^;i'*j::;l/^, (xviii) 7x-;i/^i/^(i^ h 
i9g^$tL/cC 1 -ST^L-^^V*. (xix) --sf-ni^^ (xx) ^ 
25 b^, (xxi) -CONR 1 04R1 0 5^-Cg^$fL7l::C l~8T;i/r7^vS(» 
t^i, Ri04^>j:yfRi0 5{i^ ^n-P«3:LT7K^m^, Cl~8 7;u+;i' 
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(i) TlC^JEi^. 

(ii) C 1 -8 t;u^;u^. 
5 (iii) C y c 1 

(iv) -COR 18^, 

(v) -0R15^ -SR15. -NR16R17^ -C0R18, ^T-vV^ 
tfziiC y c lij^hm^tti^mmmLfzC 1 ~ 8 T;w^;i'^^^;b L, 

R 1 5 C 1 ~87;l'^;u*, Cyc K ttzliC y c l^^vMi 

10 C 1 ~8T;i'3^v*^«g^L7l:C 1 - 8 T;!^^;!/^^^^ L. 
R 1 6 J (i C 1 ~ 8 7 ;i/ ^ ;t^a ^ L . 

R 1 7 {iTfc^l^^, C 1 -8 7;i/^;w^j7t:{i-COR 1 9 R i 9 (i 

C 1 - 8 7;i'^;i'^. Cy c 1 ttziiC y c 1 i!f^W.^Lt:C 1 ~8 7;w^;i/S 
=£:^tJ-fo ) 5r^t)L. 
15 Rl8{i^^^, Cl~87;w^;u^, C 1 ~ 8 7^1' 3 4r J Tt: fi 
-NR2 0R2 1 (^41^ R2 0i5j;t;fR2 -?-fLetL^3: L tTK^ii?-, C 

1 ~8 7;i/ + ;i/&. C y c 1 tfziiCy c l5&*®mL7t:C 1 ~ 8 7;w + ;U'*?r 
^t>-fo ) t^^L, 

R 1 2(i7K*j^i^, C 1 ~8 7;i/^;^^, C y c 1 i/^fiC y c 1 >6^'fi^L/:C 

20 1 ~8 7;i'^;u^^^:bL. 

R 1 3 {±;!}c^ig^^ C 1 ~8 7;i/^;l/*, Cyc 1. Cyc 1 t^^MJ^ L Tt: C 1 ~ 
8 7;l/^;W*S7^:{i-COR2 2 (^43^ R 2 2 {ic 1 ~ 8 7;i/^;i'*. Cyc 
1 *7^:{iC y c 1 ^m^^ttzC 1 ~ 8 7;u^;U^=^^t)-ro ) ^a^L> 
R 1 C 1 ~ 8 7;U + ;l/S, C 1 - 8 7>'l/=i^vX, C y c 1 , 

25 Cy c l^i'g^L/cC l-'8 7;l-^;l'^S7t:(±-NR2 3R2 4 (^43^ r2 3 

:feJ:t;^R2 4{i, -g-ti-r^^te^tLT (i) TK^l^i^, (ii) C 1 ~ 8 7;i'^;i/^, 
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(iii) C y c 1 itzit (iv) C y c I tfzllyi^m^-im^ttiC 1 - 8 T;!/^;!/ 
(1) 

1 ) TKmrni". 

2) C 1 ~8 7;w^;w^, 

3) C 1 -ST^l'n^v^^l/^'-^U^, 

4) -OR26^ -SR26^ -NR2 7R2 8 J/^{i-C0R2 9;d^bS{f:fL 

5) C y c 1 ~ 8 7;i'=i + v*;U**--'U^^^;b-r t 




R9{± 

1 ) C 1 ~ 8 t;1/^;uS. 

2) C 1 ~8 7;W3^v^, 

3) Cyc2^«fi^L/wCl~8 7;U3^v*, 

4) -OR26^ -SR26^ -NR27R28, - C 0 R 2 9 f c y c 2 




^4", Cyc2{±^^3^. ttz\t^Tum.^^t>L. :ifih<DRmm.ttz\t^ 
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■TuWiimttzit^ti&.±(D (i) C 1 ~8 7i^*;W^> (u) C1~8T;^3 
^v*, (iii)-hD^, (iv) ^^T-vV^. (v) T^vV^. (vi) 

(vu)-h'J;W*. (viii) tK^^x (ix) ^>'v;l'5j-i|rv*. (x) 
-NR2 0 1R 2 0 2 (R2 0 l;j3j;t>^R 2 0 2 {i^ -g-tim^Sl L T7K*®i^ i 

5 ^.{iC i~87;w^;i/^?:a;b-ro ) . (xi) -C 00 R 2 o a (r 2 o 3{i, ^jc 
m^^tfziiCl-'8T)i'^)l^mi^t>to ) . (xii) h V 7;i/:t-o>^;i/^, 
(xiii) h V7;u^n^^;u:t-:^v^, (xiv) 7x^;u^. (xv) Cl~8T;i' 
^)l^mtfziiC 1 ~8T;U3^v^tcJ:oTfi^$:fL-Cv>^7jc::^;l/S. (xvi) 
7i-;ut^v^, (xvii)7:3L^;i/;^;wjf::::;u^, (xviii) yj^~)iymtfzii^h 

10 *)g^$ttf^C 1 ~8 7;i'^;l/*. (xix) ^7-uMtfzi± (xx) 

h*, (xxi) -CONR 2 0 4 R 2 0 5^-CgJ^$;}t7^-C 1 ~8 7;l/=J^v^ 

cf. R 2 0 4;t5j;tfR 2 0 5 (i^ -ett-e^MS^ LT;ic^j®i^, Cl~8 7;u^;u 
R2 6(i7fc^Ji^, C l-ST)\^^)Vm. Cy c 2 i^^fiC y c 2-6m^LfzC 



15 1 ~8 7;i/+;i'^^:^t>L. 

R 2 7 (iTlc^lg^, C 1 -ST)l'^)lym. Cy c ZtyziiCy c 2i)m^Ly-zC 
1 -87;w+;i/^tat>L^ 

R 2 8 (iTjc^Hi^, C 1 ~87;W4r;i/*, Cy c 2, Cy c 2-Am^LtzCl- 
S7}\^^)\^&tfzii-COR3 0 (R3 0|ic 1 ~8 7;P^;U^. CycZtfz 
20 {±C y c 2;6^^aj^Lf^C 1 ~8 7;l/^;U^=^^t)1-o ) ^^t^L. 

R 2 9 \tim.^. C 1 ~ 8 7;i'^;l/^. Cyc2. Cyc2 i)^m.^LfzC 1 ~ 8 

7;i'^;i'**7t{±-NR3 1R3 2 {Ri\jsxrfR^2\t^fi-^fimLLxim 

J^^, C 1 -8 7;l'^>'l^^. C y c 2 JfcHC y c 2;6«E^Lf^C 1 -87;^ 
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R2 5{i-E-G^rg;bL. 
1 ) 

5 2) -C0NR33_^ 

3) -NR33CO-. 

4) -C0-0-, 

5) -0-C0-. 

6) -NR3 3_C0-NR3 4-^ 
10 7) -C0-CH2-^ 

8) -CO-, 

9) -0-CO-NR33-^ 

1 0) -NR3 3_C0-0-, 

1 1) -o-co-o-> 

15 12) -C S-NR3 3_, 

1 3) -NR3 3-c 

1 4) -CS-0-, 

1 5) -0-C S-> 

1 6) -NR3 3-CS-R3 4-^ 

20 1 7) -C S-CH2-, 
1 8) -C 

1 9) -0-C S-NR3 3-^ 

2 0) -NR3 3-CS-0-, 
2 1) -0-CS-0-, 
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2 2) -CH2-CH2-> 
2 3) -HC = CH-. 
2 4) C=C , 

2 5) -S02-NR33-, 

5 2 6) -NR3 3-S02-^ 

2 7) -S02-CH2-> tfzit 

2 8) -CH2-S02-^^t»L. 

^4", R3 3:fe>j:t;fR3 4{i-g-tL-rti3|SS:LT7K*i^^-, C 1 ~ 8 T;i- + ;V^. 

i±imtfzii^iti.:k±(D (i) c 1 ~8 7;i-^;P^. (ii) c i ~8 t;1'3^>'*. 
(iii) -hn^, (iv) i^T::ivV*. (v) T5vV^. (vi) />ny>J^^=-, 
(vii) -bV;!^*. (viii) (ix) ^>v;u^^v*. 

(x) -NR301R 3 0 2 iR3 0lisXX>'R3Q2i±^ ^ti^-ti^^^^tXyKmm 
15 ?-S7^:{iC 1 ~8T;l'^;W^Srgto1-o ) . (xi) -COOR 3 o 3 (r 3 o 3{i^ 
Tfc^Ig^iT^itiC 1 ~8T;u^;u^$:St>1-o ) . (xii) h U n ^ 

(xiii) h V 7;l/:tn>t^;i.^^v^, (xiv) (xv) Cl~8 

(xvi) 7x^;i/:t-^v^, (xvii)7ai-;i/7.;i/;i^-;l'^, (xviii) 
20 b V^u^twJ: OMJfe^a/viCl -8 7;w^;i/^. (jox) ^-rtiWttzii 

(xx) '^h^. (xxi) -CONR 3 0 4 RSOS^-CgJ^^tL/cC 1-8T;1^3 

^v* (^4^. R 3 0 4i5j:OfR 3 0 5{i, L T ;ic^J®i^, Cl~ 

8 7)i^}^mtfzi±y:-:.^)i.^i:Ut>i-o ) •effii^^atv^T't iv^o 

25 1) 7KMW,=F. 
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2) C 1 ~8 t;u^;u^, 

3) C y c 4. 

4) -OR35, 

5) -SR35, 

5 6) 

7) - ho^, 
8) 

9) -NR3 6R3 7, 
1 0) -C0R3 8^ 

10 11) Cyc4> -OR35^ _SR35, /ND^>li^^, -NR3 6R3 7i/. 

7'x:iMiiimtfzli^tii>J.±<D (i) C1~8T;u+;u^. (ii) Cl~8T;^3 
4rvS^ (iii)-hnS^ (iv) (v)T^vVS. (vi) ^no<^ 

15 (vii) - h (viu) tKS?^, Ox) ^yi^ji^t^z^m. 

(x) -N R 4 0 1 R 4 0 2 (R 4 0 1 i3 J; yfR 4 0 2 -^-tL^WSjZ L TtK^I^ 

i^i/tJiC 1 ~8T;i'^;w^^rat>1-o ) . (xi)-COOR403 (R 4 0 3{i, 
^ic^i^T-ifcfiC I ~8 7;i^^;i'S«:afeto ) . (xii) h y )\^^n 

(xiii) h 'J 7;i/:^-np{-^;i':t-4rv^. (xiv) 7x-;u^. (xv)Cl-8 
20 7)V^)umtfz{iC 1 ~8T;i^3^vB(cJ:^ -ca^$tLTv^^7x^;i/^, 
(xvi) 7x-;l/:^-^vX, (xvii)7x-;U7.;i/;j->^;WS, (xviii) 7x-;l/^i 
/c{±- h Ofil^^^T-TtC 1 -ST^V'^r;!/^. (xix) ^f-n^, (xx) 
tfzii (xxi) -CONR 4 0 4 R 4 0 5g-^aJft$tl7tC 1~8T;1'3 
+ im^. R 4 0 4 i5j;yfR 4 0 5(±, -e;ft-ptl5$5:L-C7K^I^i^, Cl~ 

R 3 5 {i^fc^li^-, C 1 -8 T;U4r;i/^. C I ~8 7;i'=r:^vS, CycAttz 
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fiC y c 4Tl)m^LfzC I -ST)V^)\,^i^t>L. 

R3 6{i7(c«^-, C 1 ~8T;u#;I/^, C y c AtfziiC y c AT^m^LfzC 

R 3 7 it:iLmm^. C 1 ~ 8 7)U^)\^m. Cyc4, Cyc4 Hm^LfzC 1 ~ 
5 8T;i/^;i/^i/z{i-COR3 9 (R3 9(ic 1~8T;U^;U^. Cyc4*7t 
fiCy c 4*^M^L7tC 1 ~8 7;w^;i'^^^^p-ro ) ^^t>L. 
R^^\tim&. C 1 -8T;I/^;U*, Cy c 4. Cy c 4;5^^g^Lf>:C 1-8 
T;!;-^;!/*. -NR4 0R4 1 (R4 0i5j:i:KR4 l}i-e^-P^T,J(*3z:LT7K^ig^, 
C 1~8T;U*;1/^> Cy c 4 STtfiCy c 4 75^aiJIL7tC 1 ~8 7;W4r;i'^ 
10 iBt)to ) 'J:^t>-r:*\ *)^V^(±-E-Gt-^tC^:oTC 1 ~4T;U^'; 

nmm^. mmw.^. mm^'Fttzii-NR^^- (R4 2(i;^^ig^i/^{i 

— im^^. i7t:(±R2, R3^ R4, R5^ R6^ R 7 (7) ^ l^-^^^C^ 

(Tt/iL, R3&i:R4^^<_^{c;5;o-CC l~8T;P4rU>^. R5^i:R6 
1 ~8T;u^P>^. R3^i: R 6^35^~^^tc=5;oTC 1 ~ 

2 . R 1 35^- C 0 0 R 1 0 S-C* H *(0f6H 1 %m.(^it^mo 
25 3. R iji^'-CONHOR 1 0^-e^^|f^O^gi|a^O>f(i>A.j^„ 
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4. R i-&«-coNHNHR 1 ^^t^!h^mt^(Dmmi$m(D^t^!^o 



5. Ri;6*- (CH2) „SR5 0^tr^^|»^co®Hl|emo^b'^!^o 

5 6. RIt&^-Y-PO (OR 5 1) 2^'^^^^^^<^^Mlim<Dit^mo 

7 . it^m-AK 

(I) 4- (N- (4- (^>v*77>-2 7 ji-;^*;u?K^;i^) T5 

10 (2) 4- (N- i4-jt^)Vyji::.)l''^)l'7i-'~)ly) T5y) "T^ 

(3) " 4- (N- (4 -rf-;u^^v7i-;w*;i'jK-;u) r^/) 7*^>®?. 

(4) 4- (N- (3 T$y) r:?'^®^. 

(5) 4- [N- [4- (2- (4 ->^;l'7x::^;U) 77>-2- 

15 (6) 4- (N- (4- (If n-;i/- 1 -vf;!^) 7 i ;u T^y) 

(7) . 4- (N- (h7:^>^-4-^f-;i'v^'0^^v;l/*;i/#-;i<') 7^^) 
7-^ 

(8) 4- (N- (4- (3-^ -T'ntf-;!/) 7i-;U?&;l/*'^Jl/) 
20 75 7*^>K. 

(9) 4- (N- (4 -7'f-;U'7ai-;w;^;w.-^'^;i/) 75 y) "/^ >K> 

(10) 4- (N- (-^>v'7 7>- 2 -'f;i/*;u^*^;i^) 75y) y^y^. 

(II) 4- [N- [4- (2- (4 -:J'nn7i-;i/) jcr-;i/) •7x.=-)Vi3 
;u;K-;w3 T5y] t'^'V^. 

25 (12) 4- [N- [4- (2- (4- (-f 5 ^v*- 1 ->f ;P) 7i-;u) 
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(13) 4- (N- 

(14) 4- [N- 

;i/7K-;L'] T 5 y ] 
5 (15) 4- [N- 

(16) 4 - [N- 

(17) 4- [N- 

10 y] zr^>m.. 

(18) 4- [N- 

(19) ' 4 - [N- 

15 (20) ' 4 - [N- 
y] -/if^St^ 

(21) 4- [N- 
y] 

(22) 4 - [N- 

20 

(23) 4 - [N - 

(24) 4- [N- 
-^;^:^;^/•K-;l/] 

25 (25) 4 - [N- 
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h7>;^-4-7'Dif;Uv^'n^^v';u*;i'#^;j^) 7 5 
4 - (2 - (4 -;^-?';U7 ji — ;u) j:.-?^-;!/) 
4- ( (4 -yn^ 7 Ji-;u) 7^ y 7i- 
4 -v n^\^v';U"7a:^;u:<; ;u) 7?y] -/^ >' 
4- ( 4 -yn e;i/-7x-;l/) 7 i-^U;^ 7 5 
4- ( 4 -11 Kn^v7x-;i') 7x-;i/*;w**-;u] 7 
4- (4 -^^ nn7x-;i/) 7y >- 2 -^;v*;w**-=-;i'] 
4- ( 4 -^7'^;i^7x-;i') 7 7 5 
4- ( 4 h+v7x-;i') y x.~)\^i])\^y\^=-)V'\ 7 5 

4- (4 -^^ nn7x-;u) 7 7 5 7] 

5- (2 - (4 -:J'nn7x^;l/) J^r-;i^) 77>-2 
75 y] y^>^. 

4- (4 -7x-;i':^-^v7x-Ji/) 7 x ;u] 



75 y] 7-^^®?. 

(26) 4- (N-^^;l/-N- (4- (^>7'7^ >- 2 --f 7x-;i/* 
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(27) 4- (N- (4- {^y^/i'yy-i-^ }\/) 7i-;i/:^;i/>K-;i/) r 
^y) -2 (S) -t: Kn^i/y^ 

(28) 4- (N- (4- ('^>V77>-2 -^;i/) 7aL-;i'7t7;i'**-;u) r 

5 <y) -2 (R) Kn^v-/^5' 

(29) 4- (N- (4- ('^>V77>-2 -'f ;»/) 7 ;!/**-;!/) T 
5^) -2 (S) -^^vJU^i-^v^ h^vr^ ^'SJ. 

(30) 4- (N- (4- (■^>V7 7>-2-'f ;u) 7ai-;i'*;v*'-;i/) T 
5/) -2,.(R) -^'^v;i';t- + vp? h:^v7':5' 

10 (31) 4- (N- (4- (2- (4-^nn7x-;V) oi-r-^U) 7i-;W* 
;W.-}ej:i;U) T \ J) -2 (S) v> h ^ vT^^ 

(32) 4- (N- (4 -rJ' nn7i^;W*;P;K^;U) T^y) -2-^>v?;W 

(33) 4- (N- (4 -^^ on7i-;i'*;W.-K-;l') 7 5 7) -2- ( (N- 
15 ^>v;l'-N-7f-;i'75 y) *;Uj^'^;i/y h^v) 7'^>'i?. 

(34) 4- (N- (4 nD7a:-;l/*;i/.-K^;U) 75 7) -2- ( (N- 
7ai^;i^-N-7f-;u75 y) h^v) 7'^>^. 

(35) 4- (N- (4--^ 75 7) -2- ( (N- 
7ji^;Pa:.^;l'-N-p{^;W7 5 7) *;l/*'-;l/7 h^v) 

20 (36) 3 (S) (n- (4- (^> V'7 7 >- 2 --f ;i^) 

7i-;i/*;u**-;w) 7 5 7) 7'^>S?. 

(37) 3 (R) -liKo^v-4- (N- (4- (•-J>y7 7 > - 2 --f ^W) 

7i::^;i'*;i"-K-;i') 7 5 7) y^yf^, 

(38) 3 (S) -7 h4r'> 7^;l/:j-^rv-4 - (N - (4- (^>'V77>- 
25 2 -^;W) 7x^;i/:^7;l/4^'^;l/) 7 5 7) 7^:^^. 

(39) 4- (N- (4- (^>7'77>-2 -^;l^) 7 i-;!/:^ -'l/'-K-;^) T 
5 7) -2-7'x>i?, 
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(40) 3 (R) h^i/ ^^)lt^'y-4 - (N- (4- (^>V7y>- 

(41) 4- (N- (4- (^>V77>-2 --f 7ai-;i^3!7;w**^;w) r 
5/) -3-7*f->i?> 

5 (42) 2 v;u^^v ^^;L'- 4 - (N- (4 •?^;^7ai-;i'*;i/**- 

(43) 4 (S) -^•^;UT 5 y 4 - (N- (4 f";i'7x-;i' 
5;?;i/.-K^;u) 75 y) y^' 

(44) 4 (R) -p{f-;i/T 5 y *;u.-K-;i/-4 - (N- (4 - ^ ^}i^y )P 
10 7 5 y) 7'^>^, 

(45) 4 (S) -^>-y;i/7 5 y *;i/>K^;w-4- (N- (4-y^;U7i- 

;U*;i/;!K-;l/) 75 y) 7*^ 

(46) 4 (S) - (4 -H Kn^vy^;W) 75 y *;1'jK-;1'-4- (N- (4 
-y ^;i'7i^;i':^7;i/4^'^;i/) 75y) 

15 (47) 4 (S) -y h^v;^f;u.i>'^;i/-4 - [N- [4- (4-t:Kn^v- 
i-7'^-;u) 7 Ji^;u5!; ;w 75 y] zr^>Ms 

(48) 4 (S) - t -rh ^v*;1'jK^;u-4 - (N- ( 4 -y f-;i'7 

^;i..ifji;i/) 7 5y) 7'^ 

(49) 4 (S) - >- 1 --f ;u) ;^;i/**^;u-4 - (N- (4- 
20 >v*7 7 >- 2 -'f ;p) 7x^;w*;i'^'x;i/) 75 y) 7'^>^, 

(50) 4 (S) Kn^'>y^;U-4- (N- (4- (^>V77>-2- 
^;P) 7i-;p*;i/**-;w) 75 y) 7'^'>i?x 

(51) 4 (S) -y h^vy^;i'^^vyf^;i'-4 - (N- (4- (^^^7 
7>-2--f;u) 7x-;1/*;vjK^;i^) 75 y) r^^S?. 

25 (52) 2 (S) — ^>v;L'-4 (S) -y h^vy^;^:f ^vy ^>'l/-4 - (N 
- (4- (^>V77>-2 ->f;u) 7 X 75y) 7':?' 
(53) 2 (S) -yf^;p-4 (S) -y h^v/yf-;i^t^v>{f-^i'-4- (N 
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- (4- (^>y7 7>-2 --f;!/) yjL::^)]^fj}]/J^^}U) T^/) 

(54) 2 (S) - (3-7 j^^;l/-2-7'o^-;u) -4 (S) -^h^vp« 

■^;i't+v^^;w-4- (N- (4- (^;^y77>-2 ->f ;L') 7i-;w3!; 

T^y) 7'^>^, 

5 (55) 2 (S) - (3 -7 jc^;i^7°n tf;i/) -4 (S) -yh^v>^;^:t^ 

vptf-;^-4- (N- (4- (/^?:/y7 7:'-2--f;i') 7ai-;i'3!;;i'*'-;w) 

(56) 2 (S) -y -^^l^- 5 -j: h^v> h^v- 4 (S) - [N- (4-i? 
nn7a:^;p*;U'-K^;u) r^y] ^>^>^, 

10 (57) 2 (S) -y f-;l-- 5 -J^ h^vy b^v- 4 (S) - [N- (4-- 

(58) 2 (S) -y-^;U-5-J^h^v> h+v-4 (S) - [N- (4-^ 
D^7 ;i/.-if-;u) T ^ y ] ^ ^'g?, 

(59) 2 (S) -7V;i/-5-J^ h+vy h^v-4 (S) - [N- (4-- 
15 b jc-;l/:^?;i/*'^;i/) T^/] 

(60) 2 (R) -y h4rvP«^;i'-5-J^h^v>< h^v-4 (S) - [N- 
(4 h n7x-;U:</;i/7K^;u) T5y] 

(61) 2 (R) -^:/v;W5j-^i/p{f-;i/-5-xh+vy h^v-4 (S) - 
[N- (4 h n7 ji^;U*;l'/ie-;u) 7 5 7] ^^iJ'^^, 

20 (62). 2 (S) -p<f-;U-5- (2 -7 h^vo^ h^v) >h4^v-4 (S) 

- [N- (4 -vT/ 7i-;i/*;i'?K-;u) T5y] 

(63) 2 (R) - (2 h^i/J^ h^v) ^ 5 -J^ h ^ v> h ^ v- 
4 (S) - [N- (4--hn7i^;i/*;u**-;u) 

(64) 2 (S) - (2-7'ne-;V') -5-J:h^v^ h+v-4 (S) - [N 
25 - (4 h n7ai-;W:^;i/jK-;i^) T^y] 

(65) 2 (S) -7';;i^-5- (2 h^vJ^h^v) ^h^v-4 (S) 

- [N- (4-v'T/7i-;w*;i'*'^;p) r^y] 
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(66) 2 (S) h^v^^;ix'-5- (2 h ^vJ^ h^v) p<h^v- 

4 (S) - [N- (4-vTy r^y] ^y^^y^, 

(67) 2 (S) - (2 -T'ntf^;!^) -S-Ji-h^v^ (S) - [N 

- (4 -7'n-:&7 ji^;^*;i/'-K-;u) 75 7] 

5 (68) 2 (S) - (2-ynt:°::i;l.) -S-JCh^vpt h+v-4 (S) - [N 

- (4 -^'nn7ji-;i'*;i/.-K^;u) 757] ^>'^'>^, 

(69) 2 (R) b^v^^;l/-5 -Ji h^vpf h^v-4 (S) - [N - 
(4 -rn^7 7^7] 

(70) 2 (R) -y h#v>f-;l/-5-J^ h^v^ h^v-4 (S) - [N - 
10 (4 -iJ' on7ai-;i'*;i/*'^;u) 75y] 

(71) 2 (R) 5 - (2 -7 h^v-x. h^v) 7h 
+ V-4 (S) - [N- (4 - v7y 7i-;i/*;i/.-K-;i/) 7 5 7] ^>^> 

(72) 2 (R) -'^>v;i-^^vy^;^- 5 -j:. h (S) - 
15 [N- (4 -^^ nn7i-;i':7!7;i';K-;u) 75 7] '^>^'>i?. 

(73) 2 (R) -^>v;l':r^vp<f-;i'-5-J^h^v'7 h^i^-4 (S) - 
[N- (4 -:/D^7i-;u*;W5}€^;i') 75 7] 

(74) 2 (S) -7'J;W- 5 -J^h + v7 h^v- 4 (S) - [N- (4-7' 
7 7 5 7] ^^^^'i?, 

20 (75) 2 (S) -7';;W- 5-xh^v7 h^v-4 (S) - [N- (4-^^ 
no7i^;i/*;i'7Kc:.;V') 7 5 7] 

(76) 2 (R) - (2-7 h^vJ:.h+v) 7 5 -J^ h ^ v7 h ^ v - 

4 (S) - [N- (4 -7'n^7jt^;i/p^;l/?K^;^) 75 7] ^>^>^, 

(77) 2 (R) - (2-7 h^y^J-h^i^) 7^;l' - 5 - (2 - 7 h^vX h 
25 +v) 7h^v-4 (S) - [N- (4 -v'7 7 7 Ji-;L':^;l/>K-;l') 757] 

(78) 2 (R) - (2-7 h^vJ^b^v) 7 - 5 - h ^ v 7 b ^ v - 
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4 (S) - [N- {A --^ uny T5y] ^>^>^, 

(79) 2 (S) - •(2-7'nif::i;i^) -5- (2-^ h^vJ^h^v) > 
v'-4 (S) - [N- (4 - vry 7x^;u*;v.-^*^;u) T^y] 

(80) 2 (S) -^^^l-- 5 -J^ b^vp^ h^^rv- 4 (S) - [N-P«^;i/- 

5 N- (4 -rn^ 7i^;i'*;i/**^;u) 7^y] ^:^:J'>'i?. 

(81) 2 (S) 5 -J^h^vp< h^v- 4 (S) - [N-^^;l/- 
N- (4-- bn7x-;W:^;l';K-;i/) 7^y] 

(82) 2 (S) -^>'->';i/-4 (S) - t -7'f-;i^vp<^^i'vU;^:^-^v^ ^ 
;u-4- (N- (4- ('^>'y7y>-2-'f -'I') 7 ;U'-K-;p) 

10 7'i5'>^. 

(83) 2 (R) -^>v;i^-4 (S) -t Ko^vp(-?^;l/-4- (N- (4- 
{^>^/yyy- 2 )^) Tx-ju*;!/*'-;!/) r^y) 

(84) 2 (S) -^>v;U-4 (S) -t Kndrv^f-;i'-4 - (N- (4 - 
(3 h^v- 1 -T'nif^;!/) 7a.^;i';^r;i/*'-;i/) T<y) 7*^ 

15 (85) 2 (S) -^>y;Ut^v-3 (S) -liKD^v-4- (N- (4 - 
(3 h+v- 1 -T'Dt'-;!/) 7i-;i'7!7;i/**:::;W) T^y) 

(86) 2 -^>v;W:i-*v-4 - (N- (4- ( 3 h ^ v- 1 - 7'n e ^ 
;i/) 7ai-;u:^;i'*'-;v) T$y) -2-7'x>i?, 

(87) 1 2 - (N- (4- (3->h + v-l- 
20 T'otf— ;u) 7x— ;w*;i';!K-;i') T5y) v^'P^>'^'>, 

(88) 1 -t)i'^^'y^'f-)U-2- (N- (4- (3-^h4rv- 
l-yotf-;!/) 7x-;i'*;P/ie-;u) r^y) v-^n^^^v, 

(89) h7>;^-3 - (N- (4 - (3 b^v- 1 -7"nt:-;w) 7x- 

25 (90) Vy^-3- (N- (4- (3 h^v- 1 -T'd tf-;i/) 7x-;^* 
;l/**::i;i/) 75 y) v^n^v^J'^i?, 

(91) h7>X-2- (N- (4- (3 h + v- 1 -T'ntf^;!/) 
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T\y:^f-)V) 

(92) 2 (R) -TV;P-5-J^h^v> h + (S) - [N- (4-7 

(93) 5-^h^v-4 (S) - [N- [4- ( 4 n n 7 ji-JU) 7^- 

(94) 2 (S) -^-J^JW- 5-;^i}'v>>f 5 K-4 (S) - [N- (4-^n 
n7x-;l/*;u*'::i;i/) T$y] ^^^J'^^, 

(95) 2 (S) 5-J^h4rvP< h^v-4 (S) - [N- (4-7 

10 (96) 2 (S) -7';;U- 5 -J^h^vp* h^v- 4 (S) - [N- (4-7 
jiy ^v7i-;u*;l/.-K-;u) T$y] ^>^'>^. 

(97) 2 (S) -^f-;i'-5-J^h^v^ h+v-4 (S) - [N- [4- (4 
-vTy 7 j:.-;i') 7i-;i':^;w;K-;i^] 7 5 y] 



8 . -fb^t/id^ 

(1) N-b Kn:^v-4 - (N- (4- (^> V77 2 ^l') 7jii^;U 
*;U>Jf-;W) 75y) 7*f^^ 5 K, 
20 (2) N-liKn^v-4- (N- (4 - ^ ^)iy jl 75 7) 

:/f-y 5 K. 

(3) N-t:Kn4rv-4- (N- (4 -7'^;i/;i-^v7i-;i/*;u**-;i') 7 
5 7) ^^^5 

(4) N-tKn^v-4- (N- (3 -7'^;u*^v7a^-;i/:^;;i/j^'-;i/) 7 
25 5 7) 7'f-7 5 K, 

(5) N-t:Kn^v-4- [N- [4- ( (4 -7 f-;U7i-;v) xf-^;w) 
77>-2 --f;W*;l/'-K--'l'] 7 5 7] 7'^-7 5h\ 
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(6) (N- (4- (lfn-;u- 1 ->f ;u) -7 3.^)\/i3 

(7) N-k:Kn^v-4- (N- ( h 7 4 •^'^I'V:^ n^i^^v;!/*;!/ 
5 (8) N-t - (N- (4 - (3 h^v- 1 -T'DH"-;!/) 7 

(9) N-liKn^v-4- (N- (4 -yf-;i'7a: T$y) 

(10) N-ii Kn + v- 4 - (N- (^:^y*77 > - 2 -^;i^557;w*'-;w) r 
10 $y) 5 K, 

(11) N-liKo^v-4- [N- [4- (2- ( 4 -^^ nn7aL-;u) o^x 

(12) N-tKn^v-4- [N- [4- ((4- ^ \ )\^) 
7ji-;u) jc^ji;i/) 7i-;w:^;u**^;w] 75y] T^y^Y. 

15 (13) N-t Ko^v-4 - (N- ( h7>;^-4 -7'ne;i/v^D^^v';i/ 

(14) N-t Kn^rv- 4 - [N- [4- ( (4 •f-;i'7 Ji-;!^) ;v) 
7x-;i/*;i/;^'-;H 7\J\ T^yXY. 

(15) [N- [4- ( ( 4 - ■/n^7 T 5 / 7> 
20 )V-^^=.i\^) 7 ;u] T^y] :/f-y$ h\ 

(16) N-t:Ko#v-4- [N- ( 4 - v^J' n/\^v;W7i-;W*;P*'^;W) 
75 y] r-?^7 5 K> 

(17) N-liKn:^v-4- [N- [4- {^ -^u\£))/y a.-Hi') 7a^-;^ 

25 (18) N-t:Kn^v-4- [N- [4- ( 4 - 1: Kn ^ v 7 x 7x- 
T^y] y^7 5h% 
(19) N-HKn^v-4- [N- [4- (4 nD7x^;l/) 77>-2 
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(20) N-t:Kn:^v-4- [N- [4- (4 T'^;!^^ yx-iW 

(21) [N- [4- ( 4 - > h ^ v 7 7ji-;U 

(22) N-tKn^v-4- [N- [4- (4 -i^ nny jiz:;i^) 7ji-;1/* 

(23) N-liKn:^v-4- [N- {5 )Ut^i/ ^ > 2 - -( 
;i/:fr;U;K-;U) 75 7] 

10 (24) N-tKn^v-4- [N- [5- (2- ( 4 - n n 7 a:-;U) J^t^ 
-;u) 7 7>-2--f >'U*;i/*'-;u] 757] T'^y^ 

(25) N-tiKn^v-4- [N- [4- (4 -7 x-;W:i-^v7i-;l/) 7 
a:j:i;l/:«;;l..if^;i.] 757] 7'^75h\ 

(26) N-tKn^v-S- [N- [4- ('^^ V*7 7 > - 2 - ^ ^U) 7x- 
15 ;l/:^7;l/;K:z.;p] 7 5 7] -^>'f-;i/7$ 

(27) [N- [4- i^>yyyy-2-^)l') 7x- 

(28) N-t:Kn + v-4- [N- [ [ (4' - * ;i//'f^>f h ^ v) If 7 
x-;u- 4 -W';u] *;p.-Kji;u] 757] 7*f-75K. 

20 (29) N-liKn^v-4- [N- [4- (4 -7 x-;Hf^'j v>- 1 --f 
;i/) 7x-;i/*;i//-K-;i/] 757] 7'^75h\ 

(30) N-HKo + v-4- [N- [4- [3- ( 4 -^^ nn 7x 7 ^v) - 
l-7'ne-;i/] 7x-;^*;w>i?^;i'] 7 5 7] y^f-y^ h\ 

(31) N-liKndpv-4- [N- [4- ( 3 -7x 7 + v- 1 - T'n bi'j:i;l/) 
25 7x-;i/*;l^.if^;u] 757] •7'^y^h\ 

(32) N-1iKD + v-4- [N- [4- (4-7 b^v7x7^v) 7x- 

7 5 7] 7*^7 5 
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(33) [N- [4- (4 -fc Kn^v7a:y v) y x. 

(34) N-k Kn:^rv-4 - [N- [4- ( 4 - 7 x y 4r v tl'^y v > - 1 - 
5 (35) N-t: Kn^->-4 - [N- [4- (4-7:i:-;P-l, 2, 5, 6- 

(36) N-ii Kn:^rv-4 - [N- [4- (l-^T'^-;^) 

(37) N-fcKn^v-4- [N- (4 v;i/^#v7x^;l/7!7;u.-K-;u) 
10 y] -/f-^^ K> 

(38) N-t:Kn^v-4- (N-y^;u-N- (4- (^>y77>-2- 
^;w) 7i^;u*;u;K-;u) T<y) 

(39) - N-liKD:^v-4- (N- (4- (^>V*77 >- 2 ->f 
;i/:^;i/;K-;l') T5y) -2 (S) - 1 Kn^rvyf-^ = k. 

15 (40)' N-tKn^v-4- (N- (4- (^>V*77 >- 2 --f ^P) 
;i/:^;l/.-K^;|/) T^y) -2 (R) - H Koi\r ^ K. 

(41) N-HKn^v-4- (N- (4- (^>y77>-2 --f ;l') 
;i.*;i.#-;i^) t\J) -2 (S) -^^^ vy h ^v7*f-7 5 K. 

(42) N-llKn4rV-4- (N- (4- > V* 7 7 > - 2 - ;U) 7j^^ 

20 ;w*;|/.-Kj^;i/) T5y) -2 (R) -'^v vy h ^ v7'5^'7 5 

(43) N-liKn^v-4- (N- (4- (2- ( 4 -i^ n n 7i-;i') J^x 
^;i') 7i-;w*;w;K-;i') T^y) -2 (S) v^i':^- ^ vy h +v 7* 

(44) N-liKn^v-4- (N- ( 4 - n n 7 i-;W7t; T^y) 
25 - 2 -^>'7;W:j-^vy h^v^f-y^ 

(45) N-liKo:^v-4- (N- (4 -:J'on7 i-;l/*;U;K-;w) 
-2- ( (N-^>y;i/-N-y ^;i/T5 y) ;!;;u7K-;uy h ^v) 7'^ 7 5 
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(46) N-liKn:^v-4- (N- {4 - u u y jL^jUfj T^y) 
-2- ( (N-7ji-;u-n-^^;ut^ 3!;;w.-K-;p^ h ^v) zr^y ^ 

5 (47) N-ii (N- (4-i^nn7a^-;U5ff;UjK-;w) T^y) 

-2- ( (N-7x-;i'aLf-;i/-N->f^;i/7 ^ y) * h ^ v) 

(48) N-feKn^v-S (S) -tKn^v-4- (N- (4- (^>V'7 
y>-2-^}i') 7ai-;i/*;w;K^;i/) T?y) rf-y^K. 
10 (49) N-ViKnd[^v-3 (R) - (N- (4- {^yVy 

y>-2-4)i') y Ji^Ti-^-)]^) r^y) y^y^Y\ 

(50) N-t:Kn^v-3 (S) h # v - 4 - (N- (4- 
(>?:/y7 7>- 2 -'f;!/) yji-)Uij)]^7i-'^)\y) T5/) "/^y? K> 

(51) N-t: Kn:^v-4 - (N- (4- (^>^/y y > - 2 - ^ )V) 7jc^ 
15 ;i/*;l/j}e^;P) r^y) -2-rTy^ h\ 

(52) (R) h^v^ f-;W;i- + >'- 4 - (N- (4- 
(^>v^yy>-2-^ )\^) 7x-;i'*;i/7K-;u) T^y) r^^^K, 

(53) N-tKn^v-4- (N- (4- (^> V7 7 > - 2 ^l') 

20 (54) N-llKn^v-4- [N- [4- (^^^7 7 >- 2 ;P) 7i- 
75y] -3 (S) -'^> v;U:t^vy h ^ v7*^7 5 K. 

(55) N-li KD + v- 2 -^>y;U:^-^vy 4 - (N- (4-y5^;W 

(56) N-H Kn^v- 2 -H Kn + v^f-;U-4 - (N- (4-y^;^7x 
25 ^;V5!;;U'K^;w) T^y) T'^y^K, 

(57) N-ti Kn:^v-2 -t Kn^vyf-;U-4 - (N- (4-p{f-;W7ai 
-;C':^?;l/7K^;i^) T^y) yf-y^K. 

498 



99/19296 



PCT/JP98/04529 



(58) N-t Kn:^v-2 -t Kn:^v>j^;U-4 - (n- (4-^^;W7i 

7iy) y^f-y^ 

(59) N-l^Ko^v-4 (S) -;^^)l^T^ yfiJ )l'^:-}V-4- (N- (4 

5 (60) N-t;KD:^-v-4 (R) - j( ^ )V7 ^ ^ iJ 4 - {li - { 4 

;^7i-;^*;^;^'J^;^) r^y) r-^^y^ K, 

(61) N-HKn:^v-4 (S) v;i/T 5 7 4 - (N- (4 
-;<-?^;U7 ji^;l/:{r;l//-K^;l/) T$y) r^y^V, 

(62) N-tiKa^v-4 (S) - (A Vu^iyf^ju) T^y:^;U**- 
10 ;l'-4- (N- (4 jc-;U*;P.if::^;l/) T^/) 7*^7 5 K, 

(63) N-liKu^v-4 (S) >^v*;i/**^;i/-4 - [N- [4 - (4 

(64) N-llKn:^v-4 (R) 4 - [N- [4- (3-p« h 
^v- 1 -T'n tf:^;i/) 7x^;U:^;i/4^*-;u] 7$y] 7'^7^K. 

15 (65) N-liKn^v-4 (S) -*;W**^v-4- (N- (4-^^;i/7i 

(66) N-tKn:^v-4 (S) - > - 1 -y( )l) fj)Ut>-)l^-4 

-.(N- (4- (^>V*77>-2 --f ;i/) 7 *'-;!/) T?y) r 

20 (67) N-tKD^v-4 (S) - t Kn^rvp^ 4 - (N- (4- 

(68) N-liKn:^rv-4 ( S ) h ^ v> ^^l'- 4 - (N - 
(4- ('^>V77>'-2 ->f ;u) 7i-;i/*;i/**-;i') T5y) yf-^^ h% 

(69) N-liKn:^v-2 (S) -^>v;V-4 (S) h^vp^f-^l-^t^ 
25 v^f-;u-4- (N- (4- (^:/v*77>-2 -'i';w) 7 ^ ^i/'i^'— ;^) 

(70) N-liKn:^v-2 (S) -^^;i/-4 (S) h 4r v 
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>f-;u-4- (N- (4- (^>V77>-2 -'f';!/) y jl- }]yt'^)l^) 

(71) N-t Kn:^v-2 (S) - (3 -y 2 -zfxj -4 (S) 
-;>{ h^v>-^;U:^-^i/pt-^;P-4 - (N- ( 4 - ('^ > 7 > - 2 - ^ 

(72) (S) - ( 3 - 7 kf ;u) -4 (S) 
h^v>^;U:j-:^vy f-;i/-4 - (N- (4- (^>y77>-2 --f 7 
i:::;U*;i/;K-;U) T^^) -Tf-yA 

(73) (R) -^:/v?;u-4 (S) -li Kn^v^ 

4- (N- (4- ('^>y*7 7 >- 2 -^/ii/) y 7^ J) 

r^y\v\ 

(74) (S) -^>v^;i^-4 (S) - Kn - 
4- (N- (4- (3 -y h^'>- 1 -T'aif -;u) 7i-;l/*;i/.-K-;u) T 
^ y) rf-y? h\ 

(75) ' N-H Kn^v/-5 -t Kn:^>--4 (S) - [N- [4- (S-^h 
^v- 1 -yn ii^;i/) 7j:.-;u:^;w;^°^;u] T^y] ^>^>T5 K, 

(76) N-H Kn:^v-4 (R) - [N- [4- (3-p<h 
^V- 1 -7'De-;l') 7jr.J^;l/5&;l/;K^;l'] T^y] ^>^>T5K, 

(77) N-HKn4rv-4 (S) - (4 -E KD^v7*^;i'*;W/N'^-f - 
4-. [N- [4- (3 -y h^v- 1 -T'nif-;!/) y 7 
< y] T-f-y^ K, 

(78) N-tKn:^v-4 (S) - (3 -y aL:::.)Ufa )U/^^y( )U) - 
4- [N- [4- (3 -y h^v- 1 -7'nii°^;i/) 7i-;i/3&;i/.-K-;u] T 
^y] 7*^7 ^ K. 

(79) N-t:Kn^v-4 (S) - ;u- 4 - [N- [4- 
(3 -y h^v- 1 -yotf^;i/) 7 ji-;W;!7;u.-K-;W] 7<y] y^y^h\ 

(80) N-tKn:^v-4 (S) - ( 2 - 1 Ko^'>ai^;i/* ;i//N^qE^ ;i/) - 
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4- [N- [4- (3 h+v- 1 -yn tf-;i/) y ~ )]/ fj - Jl^] T 

(81) N-liKn:^v-4 (S) - {6 -'^ ^P^^i/ ju) 
-4- [N- [4- (3 h^v- 1 -T'ne^;!/) y jL^ji^fj 

(82) N-l::Kn:^v-4 (S) - [2- (4 -p< h^v^o.^;!^) jc^;1/:^7 
^I'/N'^'f -4- [N- [4- (3 h^v- 1 -7'n t:-;u) 7j:-;1' 

(83) (S) - {2 -^Jl^pt^V ^ J^'f-J^iJ )\^^<^4 )U) - 
10 4 - [N- [4- (3 h^v- 1 -ynt:^;!/) 7 x^;!/* 7 

(84) N-iiKn^v-4 (S) - [2- > K-;i/- 3 - ;i/) 
;i/>'^^>f ;!/) -4- [N- [4- (3-y h^v- 1 -7'ntr::i;i/) 

15 (85) N-tKD:^v-4 (S) - (4 -7 ji-;l/7*f-;^5&;Ws-^-l';i/) -4 

- [N- [4- (3 -y 1 -7'Dt*~;U) y ju:^)Vij)V^=.iV] 

(86) N-fcKD^v-4 (S) - (2 -7x-;i/j^^;i/p?;;i'>'N'^^;i/) -4 

- [N- [4- (3 -y h^v- 1 -yoii^;U) 7ai-;l/;t/;^'-K-;L'] 
20 y] 5 K, 

(87) N-tKn^v-4 (S) - [3- (tfy 1 --f ;P) 7*0 H*;!/ 

-4- [N- [4- (3 -y h^v- 1 -ynbf^;!/) 7x- 

(88) N-t:Kn^v-4 (R) - ( 3 - 7 x-;i/7'o t:;u:<? ;i//-^"^-f ;i/) - 
25 4 - [N- [4- (3 -y h^v- 1 -T'nii-;!/) 7 jc-;l/7!7;i/'-^*-;U] T 

5 y] y^7$ K. 

(89) N-bKn4rv-2- (kf V v> - 3 -'f ;U) y^;U-4- (2-7x 
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^;l'jL'f-)l,:fj}Uj^^y( )],) -4- [N- {4 -7 jl y ^z^y jUtH:^)^) 
(90) N-l^ + h4rv-4 (S) - [N- [4- (3 

5 (91) N-H Kn^v- 5 --?>v;l/^^v^ (S) - [N- [4 

- (3 V- 1 -yn tf^;w) y jL=.)Vij )vm=-}V'\ T^y]^>^> 

(92) ( 2 h ^ VJ^ h + v) ^h:^v-4 (S) - 
[N- [4- ( 3 -7iy 1 --/u tf;^;U) 7 x-;U* 7^ 

10 y ] > ^ > T 5 h\ 

(93) N-t h^v>« h+v-4 (S) - [N- [4- (3 

V\ 

(94) N-t Kp^v- 5 -'^^v;i/:t^v> v-4 (S) - [N- [4 
15 - (3 -7 ^v- 1 -7'n if^;i/) 7 ji- ;i/5t/ 75 y] 



(95) N-t h^vpt h^v-4 (S) - [N- (4-7ji 

(96) N-t h^v^ h^v-4 (S) - [N- [4- (4 
20 -^uuy jL=.)V) y 75y] ♦^>^>75K, 

(97) N-t Kn:^v-5 h^v> (S)-[N-[4-[2 
- (4 -^^;^7i^;i/) :x.^=.}v'\ 7 7 5/] 

7 5 K, 

(98) N-l: h^v^ h^v-4 (S) - [N- [4- [2 
25 E- (4 -^n n7x-;u) jcr-;!/] 7a:- 75 y] ^n:;/^ 



(99) N-H Kn:^v- 5 h^i/pt h^v-4 (S) - [N- [4- (1 



>7 5 



>7 5 b\ 
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(100) N-t (S) - [N- {A-y^^ 

(101) N-t h + (S) - [N- (4-p<^ 
5 ;i/-7i— ;u*;i'/-K-;u) T5y] ^>^>t5 K> 

(102) N-li Kn^v-5->< h^i/^ h:^rv-4 (R)-[N-[4-(3 
h^v- 1 -yne^;!/) 7i-;U3&;u.if-;i/] 75 y] ^>^>7 5 K. 

(103) N-tKD:^v-2 (S) -p<^;W-5 b+v^ h+v-4 (S) 

- [N- [4- [2- (4 -'f 5 rv''J;i'7ai-;i/) J.^-}]^] 7jc^;U5!;;P 
10 75 y] ^>^>75 K. 

(104) N-liKn:^v-2 (S) -y f^;i'-5 h^v^ h^v-4 (S) 

- [N- [4- (4-7i^;i/-l, 2, 5, 6--f hyli Knti'; v>- 1 
->f;W) 7i-;i/:<7;L'.iej::;i/] 75 y] ^>':J'>75 K. 

(105) N-liKn^v-2 (S) -^^^W- 5 b ^vpt h ^v- 4 (S) 
15 - ['N- (4 -7jcy Ji-;l/:^;l//ix*^;l/) 75 y] ^>iJ'>75 h% 

(106) N-l:Kn^v-2 (S) ->^;l^-5 h + v^ h+v-4 (S) 

- [N- [4- [2- (4 -^nn7a^-;u) oi.x-;!'] 7a:~;i/*;i"-K— 
7 5 y ] ^ > ^J' > 7 5 K , 

(107) (S) -y-?^;i<'-5-y h+vy h+->-4 (S) 
20 - [N- [4- (4 -yo e;l/7 Ji^;!/) 7 ji -;P5?? ;U 75y] 

^>7 5 

(108) (S) -^^;V-5 h + h^v-4 (S) 

- [N- [4- (^>y-?-:t7i>- 2 -^^w) 7i-;i'*;i'jK^;i'] 75 y] 

^y;^' >7 5 h\ 

25 (109) N-HKd^v-2 (S) -y-^;V-5-y h^vy (S) 

- [N- [4- (3 -y b^i^7xy ^v) 7 x^;i/*;i'4^'^;i/] 75y] ^ 

503 




\*b 99/19296 PCT/JP98/04S29 

(110) N-tKn:^v-2 (S) ->f-;i/-5-> (S) 

- [N- [4- (4-^ h^v7iy^'» 7 r^y] ^ 

(111) N-tKD:^v-2 (S) -^f-;U-5-^ h^v^ h^v-4 (S) 
5 - [N- (A-^y/^ )iy :iL~)V-ti)\/7}?-}V) T^y] ^>^>T5K, 

(112) (S) -p<f-;i/-5-^ h^v^ h^v-4 (S) 

- [N- [4- {i-7^^y-2-^)V) 75 ^> 

(113) N-liKn^->-2 (S) -y^;i'-5 -y h^v^ (S) 
10 - [N- [4- [ (4 -y h^vn'7a:^;u- 4' --f;u) :j-^v] 

(114) N-liKn#v-2 (S) -^^;i'-5-^ h+vp« h4rv-4 (S) 

- [N- [4- (4 -J^ h^v7ai^;i/) T^y] ^> 

15 (115) ( S ) - ^ 5 h ^ v ^ h ^ v - 4 (S) 

- [N- [4- (4 -7xy ^ V7ji^;i/) y r^y] ^ 

(116) N-t:Kn^v-2 (S) 5 h^v-4 (S) 

- [N- [4- (3 -->Ty p< f-;i/7ji-;i^) 7 T5y] 
20 9 yr ^ h\ 

(117) N-liKn^v-2 ( S) 5 b ^ h ^ v- 4 (S) 

- [N- [4- (tr7i:^;w- 4 -'f ;i/) 7 i-;!/*;!/ r^y] ^> 
^ >T5 

(118) N-liKn:^v-2 (S) 5 b + h ^v- 4 (S) 
25 - [N- [4- (3 KD^ v7iy ^v) 7 T^y] 

(119) N-fcKnc^v-2 ( S) 5 h + h ^ v- 4 (S) 
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- [N- [4- [2- (4 -^f-;t'7a:^;i/) 7 ji 

(120) N-liKn4rv-2 (S) 5 h+v^ h^v- 4 (S) 

- [N- [4- (4 -t: KD^ v7jiiy ^v) 7 o^-;!/* T^y] 
5 ^^'^J'^T^ K. 

(121) + (S) -p{^;u-5 h+v^ h^v-4 (S) 

- [N- [4- (4 -:5'nn7 i-;u) 7 Jt- ;^'■^^-;^] T5y] 

(122) N-t:Kn^v-2 (S) 5 h ^->^ h ^v- 4 (S) 
10 - [N- [ [5- (4 -pt v7i-;i') -2-f-J^-;i/] r 

(123) N-t:Kn:^v-2 (S) -^f-;W-5 h^v-4 (S) 

- [N- [4- [ (e7ai-;i/-3 --f t^v] 7 r 

15 (124) N-liKn^v-2 (S) -pf 5 h h ^v- 4 (S) 

- [N- [4- (1 -'^7''^-;i') 7i-;p* ;i^5K-;u] t^j] ^y^vr 
5 K> 

(125) N-tKn:^v-2 (S) -^f^^lz-S h+v^ h+->-4 (S) 

- [N- [4- (3 -7xy ^v- 1 -yne^;w) 7 T 
20 ^ ^^^J' >T5 K. 

(126) N-liKn:^v-2 (S) -p{f-;i^-5 b^vp< h^v-4 (S) 

- [N- [4- (4-vTy 7a:-;U) 7 i- ;U3!7 T^y] ^^^J' 

(127) N-liKn^v-2 (S) 5 b ^vp« > ^ v- 4 (S) 
25 - [N- [4- (3-vTy7i^;i') 7jl-;U5!;;1/.-K-;u] T^y] 

(128) N-tKn^v-2 ( S ) 5 h ^ v p< h ^ v- 4 (S) 
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- [N- (4 JL^;W*JU.-Kz:;l') T^y] ^>^>T5 

(129) (S) 5 h ^ vp{ h ^v- 4 (S) 

- [N- [4- [2E- (t: V v>-4-'r;l') xr-^u] 7 Jl::l;I/*;^.-K- 
5 (130) N-tKn:^v-2 ( S) 5 - ^ h ^ v;^ h ^ v - 4 (S) 

- [N- [4- ('^>y:t+•^^-y*-;^-2 --f ;u) 

(131) N-tKn^v-2 (S) -y f-;i'- 5 -y h ^ v>t b ^ v- 4 (S) 

- [N- [4- (3 -J^ h + '>7 r^v] ^> 
10 ^'^T? 

(132) N-tKn:^v-2 (S) 5 -y h +vp< h ^v- 4 (S) 

- [N- [4- (4 -pf f-;i'7x:::.;i/:?;;i/;Kr:;i/T^ y ) 7i-;i'*;WjK^;W] 
T 5 y] ^>^>T5 K, 

(133) N-t:Kn^v-2 (s) -y 5 -y h ^vy h ^v- 4 (S) 
15 - IN- [ [5 - [2 - (4 -y ^;U7i-;u) - 2 -f-jc^ju] 

(134) N-t:Kn^v-2 (S) -y 5 - ( 2 -y h ^i^j:. h ^ v) y 
h^v-4 (S) - [N- (4 -7iy ^v7 ji-;!/*;!/*'-;!/) r^y] ^ 

20 (135) N-t: Kn^v- 2 (S) -y 5 - t -7*f-;l^*;i'*'-;U:t^v 

-4 (S) - [N- (4 -7aLy ^v7x-;w*;i/#-;i/) r^y] ^>:J'>' 

(136) N-liKn^v-2 (S) -y f-;l/- 5 -^Vv^J^^^-^vy h + v- 4 

(S) - [N- (4 -7iy ^v7i-;i/;:;;i/**^;i/) 75 y] ^>:J^>t5 

25 K, 

(137) N-t;Kn#v-2 (S) -y f-;u- 5 -J^ h ^ vy h ^ v - 4 (S) 

- [N- (h7 >;^-4-y'^;uv^'D^^v;i'*;i'*'-;i/) T<y] 
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(138) N-feKn:^^v-2 (S) 5 h h ^ v- 4 (S) 

- [N- (4 T?y] >r ^ h\ 

(139) N-tKn:^v-2 ( S ) - ^ 5 h ^ h ^ v - 4 (S) 
5 - [N- {A -:^uny T?/] ^^^'^T^ 

(140) (S) -^f-;^- 5 -J^ h4rvp< h^v- 4 (S) 

- [N- (T^^v>f-;i/*;i/.-}f^;i/) r^y] ^>^>T^ h\ 

(141) (S) -^f^;i'-5-J^ h^v-4 (S) 

- [N- (2-yV)Vij)P:i-'-)i^) T^y] ^>^;^T5 K> 

10 (142) N-IiKo^v-2 (S) ->f-;l'-5-J^ h+v> h^v-4 (S) 

- [N- [ (•^>v'-?^TV-;i/-6 --f ;i/) *;u.-}f^;u] r^/] ^>^>t 

(143) N-kKn^v-2 (S) - ^ ^ n^- 5 -J^ V ^'y ^ V - 4 (S) 

- [N- (4 -7;i/:tn 7 i^;i/*;i/4^'^;U) 75^] ^>:5'>T5K> 

15 (144) N-bKn:^v-2 ( S ) 5 - h ^ h ^ v- 4 (S) 

- [N- [ (2 -T'n^^'J^U-S-^;!/) ;u.-Jf::i;u] T^y] ^y^^T 
^ >\ 

(145) N-liKn:^v-2 ( S ) f^^P- 5 - b 4r h 4r v- 4 (S) 

- [N- (4 h n7 T^y] ^yj^yr^ K> 

20 (146) N-tKn + v-2 (S) -p^ 5 -J^ h ^ h ^ v- 4 (S) 

- [N- (4 -rn^ 7 jc^;U ;u) T^^] ^>^>T^ K. 

(147) N-liKn^v-2 ( S ) 5 - b ^ h ^ v- 4 (S) 

- [N- (4 -vTy 7 ji-;w:^;u*'-;u) r^y] ^>:J'>t5 K, 

(148) N-tKn^v-2 ( S ) - ^ 5 -o^ h ^ b ^ v - 4 (S) 
25 - [N- [4- (4 -11 v;P:t^v) 7 ;U7t; r^y] ^ 

yr^ h\ 

(149) N-liKn^5/-2 (S) -^^^l^- 5 - ( 2 b ^ b p< 
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h4rv-4 (S) - [N- (4 -vry 7a:^;U7!;;J/:^*-;P) T<y] ^> :^ 

(150) N-liKn^v'-2 (S) 5 h h ^v- 4 (S) 

- [N- (4 -iJ'nn 7 ;!/) T^y] ^>^>T^ h% 

5 (151) N-t:Ka^v-2 (S) -p? 5 h ^v- 4 

(S) - [N- (4 -^'Dn7x^;u*;P7K-;i.) r^y] ^>i^>T5. h\ 
(152) N-liKn^v/-2 (S) -^f-;U-5- (2-;>« h + vJ^h^v) ^ 
h^v-4 (S) - [N- (4 -^nn7j:.^;i/*;i/7K— ;i/) T5y] 

10 (153) N-l^Kn^v-2 ( S) -p« 5 - J- h h 4r v- 4 (S) 

- [N- (2 h a7jcrL;u:^;;u,-K-^;u) T'y] ^>^>T^ h\ 

(154) N-tKn:^v-2 (S) -^f-;i/- 5 -J^ h^v;^ h^v-4 (S) 

- [N- (3 -- hn-7ai-;i/*;i/;K-;u) T^y] ^>^;^T5 

(155) N-HKn^v-2 (S) 5 -J^ h ^->p« h + v- 4 (S) 
15 - [N- (2->h^v-4- - hn7i-;i/*;i/;J^'-;u) T 5 y] ^y^J' > 

(156) N-liKn^v-2 (S ) f-;U- 5 - j:- h ^ h ^ v- 4 (S) 

- [N- (3-;^ b^->-4 hn7i^;l/5!;;l/;}f-;i^) T5y] ^> ^ > 
T 5 K, 

20 (157) N-HKd^v-2 (S) -y f-;W- 5 -J- h^v^ h^v- 4 (S) 

- [N- (3 -1:1 Ko:^v- 4 h □7i-;i/3&;i/7K-;u) T^y] ^^^^J' 

(158) N-fcKn^v-2 ( S ) 5 - J- h + v ^ h + v- 4 (S) 

- [N- (4 - Kn^v/if D::i;i/7xJi;l/:«7;i/;K^;l/) T^y] 
25 T < 

(159) N-l:Ko + ->-2 (S) - V7*f-;i'- 5 h h ^v- 4 

(S) - [N- (4 -7iy ^v7x-;i/*;i/**^;i') ru] ^>^>t^ 
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(160) N-tKn:^v-2 (S) 5 vp< h ^v- 4 (S) 

- [N- (4 -7i/^v7 r^y] ^>i^y7< h\ 

(161) N-tKn:^v-2 (S) - 7°n (i 5 - p( h^vpf (S) 

(162) (R) - t -7'b^v*;u**-;u^^;u-5-p< h 
+ vp{h^v-4 (S) - [N- (4 --7^7 ^v'7ai-;i'5!; 

(163) (S) -T'J;^-5-^ h^v7 h^v-4 (S) 
10 - [N- (4 -7x7 ^vVa.-;u:{;;i/7K:=.;i') r^y] ^^^J'^t^ h\ 

(164) N-k:Ko:^^v-2 (S) 5 h h^v- 4 (S) 

- [N- (4 -y y ^-yv ^-)Vi7 7 ^ y] ^>^>r^ h\ 

(165) N-HKn4rv-2 (S) -J:.-?^;!'- 5 - (2 -7 h+vJ^ h^v) ^ 
h^v-4 (S) - [N- (4 -7x7 j^-;i^:^?;^#-;w) T5 7] ^ 

15 >:J'Vr5 h\ 

(166) N-liKn^v-2 (S) 5 - t -T'f-^U* J^jK-^I^jJ-^v 
-4 (S) - [N- (4-7x7^>'7x-;i/*;i/.-K^;u) 757] ^^^v 
T5 K, 

(167) N-tKn:?rv-2 (S) -T V ^I^- 5 -J^ h h^v- 4 (S) 
20 - [N- (4 -7^;U7x-;i':^;i/.-K^;u) 7 57] ^>^>7$ 

(168) N-tKn:^v-2 (S) -7U;l'- 5 -Ji- h^v7 h^v-4 (S) 

- [N- (4 bn7x^;i/*;i/5}e-;u) 757] ^;^:J'>75 

(169) N-t: Kn^v- 2 -7^'Jt'>- 5 -j:. h^v7 h^v-4 (S)- 
[N- (4 h n7x^;i/*;i/.-K^;l/) 757] ^;/^>75h\ 

25 (170) N-l:Kn^v-2 ( S) - ( 2 - 7n - 5 - h ^ v7 b ^ 

v-4 (S) - [N- (4 hD7x^;u*;U5K-;l') 75 7] ^>^>T 
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(171) N-l:KD^v-2 (S) -T'J ;i'-5- (2 -pJ b^vi h^v) ^ 

(S) - [N- (4 -v7y 7i-;u5!7;ujK^;i/) T<y] ^ 

(172) (S) - (2 -yn t"^;u) -5 h^v^ 

5 v-4 (S) - [N- (4 -ra^ 7i-;i/:^7 ;i/*'-;i/) T^y] ^>^>T 

(173) N-tKD:^v-2 (S) - (2-7'nii^;^) h4r 
v-4 (S) - [N- (4 -tJ' nn7x^;i'* ;l/**-;u) 7XJ^ ^y^yr 

10 (174) N-liKn^v-2 (S) -7 'J 5 h h ^v- 4 (S) 

- [N- (4 -7'n^7 j--;!/*;!^*'-;!^) T^y] ^^^J'^T^K. 

(175) N-kKn:^rv-2 ( S) -T U 5 - J- h 4r v ^ h ^ v - 4 ( S ) 

- [N- {A-^uuy j^=.)Vij)V:ii^=^)V) r\^] ^y yr ^ 

(176) N-liKo^v-2 (R) -vy ■^;l/T^ yy 5 -J^ h^vy h 
15 ^v-4 (S) - [N- (4 h D7a^^;i/*;i/*'-;i') 757] 

7 5 K, 

(177) N-liKn:^>'-2 (S) - (2-7'ne-;u) -5- (2-yh^v 
ih^rv) yh^v-4 (S) - [N- (4 -->7/7i-;U7!;;i/*'^;u) 7 
5 /] ^y^yri Y\ 

20 (178) N-k Kn:^v-2 (R) -'^^v^l'-S-y h+vy h^v-4 (R) 

- [N- (4 -7iy ^v7 Ji-;W*;W/-Ki::;U) 757] ^>^>75h\ 
(179) N-t:Kn^v-2 (R) -^>' 5 -7 h * h - 4 (R) 

- [N- [4- (3 -7x7 ^ V- 1 -yn tf-;u) 7 ji-^w^^I/jK-;^] 7 
5 y] ^>^>7 5 K, 

25 (180) N-tKn^v-2 (R) -y 5 -o^ h h ^ v- 4 (R) 

- [N- [4- (4 -v7y 7 ai-;u) 7i-;u*;i/'-K-;u] 757] 
>7 5 
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(181) N-l:Kn:^rv-2 (R) -T U ;U- 5 -J:- b h ^ v- 4 (R) 

- [N- (4 -7 Jiy r<y] ^y^yrs. h\ 

(182) (R) 5 -J^ h ^ h + v- 4 (R) 

- [N- (4 -7 jiy +v7ai-;i/*;l/.-K^;i/) 7^y] -^>^>T5 K, 

5 (183) N-t (S) -^>v;W-5 h^v^ h^v-4 (S) 

- [N- [4- [2E- (4 -:?'nn7x — j^x-^V'] 7 ^W^K— 

(184) N-liKn^v-2 ( S ) - ('f > K-^W- 3 --f ;i') - 5 h + v 
^h^v'-4 (S) - [N- [4- ('^>V7 7 2 --r;w) 7x-;l/:!5y;l/ 

10 T^y] ^>:J'>7 5b\ 

(185) N-t KD^rv-2 (S) -^>v;l/-5-^ h+v^ h^v-4 (S) 

- [N- [4- [3- (4-^'nP7xy^v- 1 -7'oe^;p) 7x-;l/* 

(186) N-li KD^v- 2 (S) -^>i/)V-5-^ h^v^ h^v-4 (S) 
15 - [N- (4 -7x7 ^v7x^;i/*;U/-K-;i/) r^y] ^>:J'>7^K> 

(187) N-t:KD^v-2 (S) -^>v;i/-5-pf h+vpt h^v-4 (S) 

- [N- [4- (4 -7x^;Hf^'; vf>- 1 ->f ;!<') y ju- )Uyi?-)U] 

(188) N-t Kn^v-2 (S) -'^>v;i--5 -7 b^v^ h^v-4 (S) 
20 - [N- [4- {6 -4 ^ rV) )V- I 7 x- ;U;!7 

757] ^>:r;^75 K. 

(189) N-liKn:^v-2 ( S ) - (:^7 ^ W > - 1 -'f ^W) - 5 - 7 h ^ v 
7h^v-4 (S) - [N- (4 -7x7 ^v7x^;i^*;u*'-;w) 757] 

25 (190) N-liKn^i/-2 (S) - [4- (^>y7 7 >- 2 ;U) ^ > v 
-5-7h^v7h^v-4 (S) - [N- (4 -3- K7x-;i/*;W7K 
^;u) 7 5 7] >7 5 K> 
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(191) ( S) -'^V v;!/- 5 -J^ h ^v^ h ^v- 4 (S) 

- [N- iVy 4 -:>i'f-)Vi/^u^J^y' T^y] ^> ^ 

(192) N-t:Kn:^v-2 (S) - (4 K - 5 -J^ h^vp< 
5 h^v-4 (S) - [N- (h7>;^-4-^^;Uv^o/\:^v;l/5&;i/**^;l/) 

(193) N-liKn^v-2 (S) - (-f > 3 ->f ;i^) 
;^h+v'-4 (S) - [N- \ - ^u-r^^=y)Vij)\/-!^=. 

10 (194) N-t (S) -^>v;U-5-J^h^vy h^v-4 (S) 

- [N- [ (vf'J v>-4 7<y] ^y^vrx 

(195) N-tKn:^v-2 (S) -^>y;i/-5-ih+>'^ h^v-4 (S) 

(196) (S) - ( 2 h > v;i/) 

15 h^v'-4 (S) - [N- (h7>7.-4-^^;uvi^o^^v;i/*;i'*'-;i/) 

^^^^ >T5 

(197) N-liKn^v-2 (S) - (3 -- hn^>v;l/) - 5 -J^ h+v^ 
h^v-4 (S) - [N- (h7>7«-4 -7tf^;i/'>^'n^^v;i/3&;i/5^'--'l') 

20 (198) N-li Kd + v-2 (S) -^>v;i/-5-J^h^vy h^v-4 (S) 

- [N- [ (1 -;><-^;i'trn-;l/-2 T^y] > 

(199) N-H Kn:^^v-2 (S) -^^v^;!'- 5 - h v'p^ h^v-4 (S) 

- [N- (7 r^y] ^y^yr^ K> 

25 (200) N-t Kn^v-2 (S) -^>v;U-5-J^h^vy b^v-4 (S) 

- [N- (4 -j:.^;i/7x-;i/*;u;K-;i') T^y] -^y^J'VT^K, 

(201) N-liKo^v-2 (S) -^>v;l^-5-ih^vy (S) 
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- [N- {4 - T5y] '^y^^yr^ K. 

(202) N-H Kn:^v-2 (S) 5 V ^i/ >^ (S) 

- [N- (4 ^^7aL^;^3&;^;}^*Jl;^) r^y] ^yi^yr^ h\ 

(203) (S) 5 h h ^v- 4 (S) 
5 - [N- (2, 2, 3, 3 -X h^p«f";Uv;>oyn(f;l/:^;l/.-}f^;i/) T^y] 

:^ ^ > T ^ h\ 

(204) N-VlKD^v-2 (S) - (3-p< h + v^>v;U) 

p«h^v-4 (S) - [N- {4-yi9-)\yyj:.^)\^t)u^^)u) T^y] 

10 (205) N-t Kn^v- 2 (S) --^>v;P-5 -J^ h^v;^ h + v-4 (S) 

- [N- (1 -i/^j^ D^^-b^;up!;;i/;^*j:.;u) r^y] ^y^^yr^ K> 

(206) N-l::Kn^i^-2 ( S ) 5 -J^ h * h ^ v - 4 ( S ) 

- [N [ (1 - v':?'n^^-t>-4 — f )V) 7^y] ^^iJ'^T 

15 (207) N- 1: Kn:^v- 2 (S) -'^^v;!^- 5 h dp v-y h ^v- 4 (S) 

- [N- (4 -vy f'-'i/T^ y 7a:^;i/:^?^i/.ie-;i.) y^y] -^^^^T^ K, 

(208) N-liKn^v-2 (S) -^>y;i/-5 -J^h^v^ h+v-4 (S) 

- [N- {4--fJ)UJ^^^ )Uy3L:=.}Vt)l't^-)l) T<y] -^^^'^T^ K. 

(209) N-V:Kn:^v-2 (S) 5 -J^ h ^vy h ^v- 4 (S) 
20 - [N- (4 -y h^v*;i/*'-;i/7ai-;i'*;i/5K-;y) 7^y] ^>:J'>'T 

(210) N-tKn^v-2 (S) v;i'- 5 -x h^i/y h^v'- 4 (S) 

- [N- (>':5^n^>^;i/*;l/jK-;i/) T<y] ^>^yT^ 

(211) N-liKn^v-2 (S) - (:h7^l^>-2--f;i/) 

25 yh^v-4 (S) - [N- ( h7>y.-4-yf-;^v^'^^3pv;^;^7;^.-}f- 
;^) T5 y] >T5 h\ 

(212) N-tKo^v-2 (S) -^Vv^V'-S-J^h^vy h^>'-4 (S) 
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- [N- (4 - h g 7;i/:i-np< ^;i/7i:^;u;!7 T^y] ^y^yr 

(213) N-t Kn:^rv-2 (S) — 5 -J^ h h^v'-4 (S) 

- [N- (4 -3- K7i-;w*;P.-^'^;u) 7 5 7] '^>^>T5 K> 

5 (214) N-t KD:^rV-2 (S) --^>v;i/-5 -X h^v^ h^^v- 4 (S) 

- [N- [4- (2 -3- Kif--;i/) y r^/] ^^^^ 

(215) N-tKn^v-2 (S) vJW- 5 -J^ h 4f v;^ h +V-.4 (S) 

- [N- (v^n^7''^;w:^;i/;}e^;i/) T5/] ^>^>T5 h\ 

10 (216) N-t: Kn^v-2 (S) -^>v;U-5-Jih^vpf b^v-4 (S) 

- [N- (2 -■?^J^-;J/*;i/*'-;u) T^y] ^>^>t5 K, 

(217) N-liKn4rv-2 (R) - (3. 4. A - V 2 , S-Vii- 
^VW 5 ^VU v>- 1 --f;!/) ;>«f-;i/-5-J^h+v'> h^v-4 (S) - 
[N- (4 ji-;^*;ujK:^;i/) r^y] ^^^J'^t? 

15 (218) N-t Ko^v-2 (S) -^>v;i/-5 -a: h^v-4 (S) 

- [N- [ (2 -yn^-5-^a^-;l/) ;P] 757] ^y^yr^ 
V\ 

(219) N-t: Ko^->-2 (S) -^>v;W-5-J^h^v7 h^v-4 (S) 

- [N- (4 -yn^7ac::^;i/:^;i/;Kj::;i.) 75 7] ^>^>75 K> 

20 (220) N-li Kn^v- 2 (S) -^>v;U-5 h^v7 N^v-4 (S) 

- [N- (4 - 1: Kn^v7f-;U7i-;i/>5;;i'4^'-;i') 75 7] ^>^>75 

(221) N-iiKo:^v-2 (S) - {^yv^ty :r.y-Z-^ JV) 
^^v7^^v-4 (S) - [N- (h7>;^-4-7-?^;WviJ^n^^v;U* 

25 ;i/**^;i') 757] ^>^>75K, 

(222) N-t Kn^v-2 (S) v;U- 5 -j:- h ^^-7 h^v-4 (S) 

- [N- (4 -v7 7 7i^;l'*;U.-K^;l/) 757] '^>^>75 K, 
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(223) N-t; (S) -'^vy^U- 5 -J^ h^vp* (S) 

- [N- [ ( 1 -T-t^;i/tf^'j v:^-4--f ;w) r^y] 

(224) N-tKo^v-2 (S) -^>v;i/-5 -J^ h^v^ (S) 
5 - [N- [ (1 -;^f-;i/tf^u v:^-4 ->f;i/) r^y] ^^^^J' 

(225) N-tKn4rv-2 (S) v7U- 5 -J^ h ^ vpt h 4rv- 4 (S) 

- [N- (4 ;i^Vi^;u*;i/#^;i/) r^y] ^^^'^r^ K. 

(226) (S) - (3 -y 

10 y > + v-4 (S) - [N- ( 4 h n-7j: -;i'?t?;U5K-;i') T^y] 

(227) N-liKn^v-2 (S) - (3 -y h^y^>v;U) - 5 h^v 
^ H + i^-4 (S) - [N- ( 4 -:J'nn7a:^;i/35;;i/5K^;L') y] ^> 

15 (228) N-liKn:^v-2 (S) - (4 -y h ^v^> v;w) 

y h^v-4 (s) - [N- ( 4 -y ^;u7ai-;u*;i'jK-;u) r^y] 

(229) N-llKD^v-2 (S) - (2 -y h + v^>v;U) - 5 h^v 

yh^v-4 (s) - [N- ( 4 -y ■9^;i/7ai-;i/:<7;w4^--'U) T^yj ^> 

(230) N-liKo:^v-2 (S) - (t7^W>-l ->f;i/) 
yh^v-4 (S) - [N- ( 4 -y ^;u7x-;u*;i'5K-;u) T5y] 

(231) N-V:Kn:^v-2 ( S ) - ( 3 - y h ^ v;W) - 5 - h ^ v 
25 yh^v^-4 (S) - [N- ( ^^:'y>-4-yf-;l'V:}'^^^v;^:^;;^*'- 
;^) y] K. 

(232) N-H Ko^v-2 (S) -^>v;u-5-xh+vy h^v-4 (S) 
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- [N- (4 h^vv^n^^v;i'5!;;i'**-;i') T < >'] ^ >r ^ h\ 
(233) N-liKn^v-B (S) - 7 x >- 3 - 5 - 

+ (S) - [N- (4 -rn^7aL^;ujt;;i'*'->'i^) T^y] 

5 (234) (S) - ('^^y^^j-^i >- 3 -'f ;i/) - 5 -J^ 

h^v'^ h^v-4 (S) - [N- (4 -i5'nD7i-;W75?;u*'^;i') 7<y] 

(235) N-li Kn^v- 2 (S) -^>v;i'- 5 -.3^ h^v^ 4 (S) 

- [N- [ (2 -^DDlf V v>-5--<;l/) T^/] 
10 T ^ b\ 

(236) N-ViKn:^v-2 (S) - (3. 5 -v'^ h ^v'^^S^^V) -5-^ 
h^v>h^v-4 (S) - [N- (4 ->^;u7i-;i'*;wjK-;i') 75^] 

(237) N-t Kn^v- 2 (S) -^^i/;!/- 5 h^v> h^v-4 (S) 
15 - [N- (4 -^f-^UyrJ' n^:^v;l/*;|/.-K-;i/) T^y] ^iX^'^T^ 

(238) N-l^Kn^rv-2 (S) - (3 h ^v^^' v;i') - 5 -J^ h +v 
Xh4rS/-4 (S) - [N- (4-'>T>' 7i-JW*;Vj^'-;i/) T^/] ^> 

(239) N-t:Kn^i>-2 (R) - (3, 4, 4-h';y^;W-2, 5-v:t 

20 ^y-f ^ ^v; 1 -'f ;w) ptf-;u-5-xh^vy h^v-4 (S) - 

[N- ( h 7 4 -y ^;i'>'^' n^^v;i/*;l'.-K-;u) T^y] ^>^> 

r 5 

(240) N-HKc:^v-2 (R) - (^>V*7 7>- 2 -^;l^) 

(S) - [N- {hyyT.-A -^^)\yiyi7ur^^i/)Vi3)Uji? 
25 -;u) y] h\ 

(241) N-liKo^v-2 (S) - (^>yf-t7ai>-3-'f;l/) 
h^v^h+v-4 (S) - [N- (4 -- hn7i^;i'*;U**-;i^) T^y] 

516 



wo 99/19296 



PCT/JP98/04529 



(242) N-liKn:^v-2 (S) -'^>'>^;V'- 5 -x h 4r vp< h # v- 4 (S) 

- [N- (4 -v7y 7i^;l/*;VjK-;i/) T^y] -^y'^'^T^ K> 

(243) ( S ) > v';!^- 5 - h ^ v> h + v - 4 (S) 
5 - [N- (4 ->^V r'>v^ d^^v;i/;!;;PjK^;1') 7^y] ^y^^yr^ 

Y\ 

(244) N-li Kn;^v-2 (S) >^;i/- 5 - h ^ vp« h4^v-4 (S) 

- [N- [ il -t^}V5.)V]d^VVy-4-^ )\^) :fJ}U^:^)U] T?.^] ^> 

^yr^ h\ 

10 (245) N-H Ka:^^v-2 (S) — ^>'v;i'-5 -J:.h^v^ h^v-4 (S) 
-JN- [ (1 -^^;i/-i-v^D^:^-b>-4-^;i^) A;!/^'-;^] T5 
y] ^y^yri Y\ 

(246) N-1iKn^v-2 (S) 5 -x h h ^ v- 4 (S) 

- [N- [ {A -y^}\^- \ ij)Vt'~)V] T^^] ^> 

15 ^ yrx K. 

(247) N-HH'a:^v-2 (S) -'^>v';i'-5--xh^vpt h^v-4 (S) 

- [N- (4 -7;i/:^-n7a:-;u*;U5K^;i/) r^J] ^>^>T5K^ 

(248) N-bKn:^v-2 (S) — ^>v;i/-5-^h^v^ h^v-4 (S) 

- [N- {A -iruuy jL~)Vij T^7] ^>^>T5 K, 

20 (249) N-H Kn:^v-2 (S) -^>v;i/-5-J^h^vp< (S) 

- [N- (4-H Kn^vv^ n^^v;l/:^?;l/;K-;l/) T<y] ^^^i'T^ 
K, 

(250) N-liKn^v-2 (S) - (^> V7 9 > - 3 -JW) -5-J^b4r 

(S) - [N- ( h 7 >7.- 4 -^f-;Vvi^ n^^v;Uptr;i/*' 
25 -;i/) T5 y] >T5 

(251) N-t:Ko^v-2 (S) - (3 h ^ v;^) 
>(h^v-4 (S) - [N- ( 4 - b V n^^;l'7i-;W*;i/5K::^;l') 
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(252) N-HKn^i/-2 (S) - K-^w-S-^f;!/) -5 

- (2-p« h^va:.h^v) ^ (S) - [N- ( h 7 - 4 - ;>{ 

5 (253) N-t (S) -^>v;l^-5-xh:^vp< (S) 

- [N- [ (1, 3 -i^f-T>-2 -^;i-) T<y] ^>i^>7 
< h\ 

(254) N-tKD^v-2 (S) - h^v^>v;i') -S-J^h^v 
^h^v-4 (S) - [N- (4 -rn^7x^;u*;i/.-K-;i') T^y] ^> 

10 ^ >T$ h% 

(255) N-V:Kn^v-2 (S) - (3 h ^ v;i') 
>{h+v-4 (S) - [N- [ (2 -yo^^^^Tji^-S -^;u) 

(256) N-llKn^v-2 (S) - (2 h+>"^> v;W) -5-J:.h+v 
15 p« H^v-4 (S) - [N- ( h7>-^-4-;^f--'l^v^'0^v:^v;l/:^;l.;je:;i 

7$ y] >7 $ K, 

(257) N-H Kn:^v- 2 (S) 5 -J^ h ^ vp« h^v-4 (S) 

- [N- [ (2 -^^^ni'V v>- 5 ->f ;w) 5:7;i/;K-;i/] 7 5y] ^^rJ'^ 

7^ h\ 

20 (258) N-t:Kn^v-2 (S) - V'7 7 >- 3 -'f ;U) - 5 -x > + 
v^ h^v-4 (S) - [N- (4 -- h n7 i-;U3:;;i/.-K^;i/) 7S.y] ^ 
>^ ^7^ 

(259) N-liKn:^v-2 (S) v;i/- 5 -j:. h ^v^ h ^ v- 4 (S) 

- [N- ( > 7 >;^- 4 -H Kn^vi/^' n/\i(rv';l/*;U**^;l/) 7^^] ^ 
25 >^ >7< K> 

(260) N-tKn^v-2 (S) - (3 -i^ nn^> v';l/) - 5 h ^v^ 
h4rv-4 (S) - [N- (4 ji-;b;(7;U5K-;u) 7^/] 
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>7 5 h\ 

(261) N-k:KD^v-2 (S) — 5 -J^ h ^v^ h + v- 4 (S) 
- [N- [ (2-li Kn^vtf>Jv?>-5-.f r^J] ^> 

5 (262) N-liKn:^v-2 (R) - (3, 4, 4 - h V ^ 2 . 5-v^:t 

^V'f 5 ^y; v>- 1 ;i/) 5 -X h4rvp< h + v-4 (S) - 

[N- (4 -:^n* 7jc-;1/*;1/.-K-;1/) T$y] ^>^>7^ K, 

(263) N-tKn + v'-2 (S) - (3 h4rv'^>v^;i') - 5 -J^ h^rv 
^K^v-4 (S) - [N- (4-vp< h^v^f-;i''7aL-;i'7!;;l'jK::^;U) T 

10 ^y] >75 b\ 

(264) N-1iKn^v-2 (S) - (3 - h 'J 7;i/;i-n> f-;!/;*-^ v^^^v;!/) 
-5 -X h:^v-4 (S) - [N- (4 -;^nn7 j^-;i/*;i/>K^;u) 

(265) N-tKn:^v-2 (S) - (3 b ^i/^^v?;!/) 

15 ^b^v-4 (S) - [N- [2-^hn^:i-7i>-5--f * 
7^ /] >7 5 

(266) N-liKD:^v-2 (R) - (^>Vh 'J 7V'-;l/- 1 --Y;!^) ^^-'l^ 

h+v-4 (S) - [N- (4 b n7i^;U5!7;U;K^;U) 
75 /] ^>^>7^ K, 
20 (267) N-llKn4rv-2 (R) - (3, 4. 4-h';^^;V-2, 

^v^ 5 ^yi; v^- 1 --f ;v) ^^;i/-5-xh:^v> h^v-4 (S) - 
[N- (4 hn7x-;l/*;i/.i^-;u) 75 '^>^'>75 h% 

(268) N-liKn:^v-2 (R) - (3, 4, 4 - h 'J ^ f-^^- 2 , 

^Vf 5 ^^VV v>- 1 -'f ^•^;P-5-xh:^v^ h^v-4 (S) - 
25 [N- (4 -^'nn7ai-;i':;5;;WjK^;l') 75^] ^>^>75K. 

(269) N-liKn:^rv-2 ( S ) - ( 3 - 7 ji -;i^7'n If - 5 - ^ h ^ v 

^h^v-4 (S) - [N- ( 4 -701^ ^v7i-;^*;W'K-;i^) 75y] 

519 



wo 99/19296 



PCT/JP98/04529 



(270) (S) - (3 -7i-;W7'n -5-p«h^v 

(S) - [N- [4 - [2E- (4 - rJ^nnVi-;!/) xr-;!'] 

5 (271) N-li (S) - (3 -7i-;W7'ob';u) -5-P< h^v 

^h+v-4 (S) - [N- [4- (4-7ai-;l/- 1, 2, 5. 6 -x h 7 

(272) N-l:Kn:^v'-2 (S) - (3 -7i-;u- 2 -^n^-;!/) - 5- 
J^h^->^h^v-4 (S) - [N- (h7>;^-4-p<f-;U->^n/\:^v;l/ 

10 *;|/.-Kj:i;u) T^y] ^>:J'>T^K. 

(273) N-bKn^v-2 (S) - (3 -7i-;i/yn t:;l/) - 5 h^v 
p« h^v'-4 (S) - [N- ( h 7>>^-4 -^^;^v^^^:^v;^5&;^^K- 
(274) N-liKn^v-2 (S) - {2-'7 :t.=-)VJ^^)V) -5- (2-^h 

15 ^va^h^v) p<h^v-4 (S) - [N- ( h 7 - 4 - ^;Wv:J' n ^ 
*v;u*;w;K^;i/) r^y] ^v^'^r^ h\ 
(275) N-liKD^v-2 (S) - ( 4 - 7 i-;i/7*f^;i/) - 5- 
^vih^^/) ^)s4rv-4 (S) - [N- ( b7>X-4 -p{^;l/v^o/\ 

20 (276) N-V:Kn^v-2 (S) - (3 -7ai-;^7'D t";!/) - 5 -J^ h^rv 
;^h^v-4 (S) - [N- (4 -7'n^7i-;U:«y;l/jK-;i/) T ^ J] ^> 

(217) N-tKn^v-2 (S) - (3 -7i-;i'7'D t:';u) 

^ h^v-4 (S) - [N- (4-- ho7ji-;^*;i/*'^;^) r^y] 

25 ^ K, 

(278) N-tKn:^v-2 (R) - ( 2 - 7 jl y + v Ji^;U) 

^h^v-4 (S) - [N- (4 hn7i-;i'5&;W'i^*-;i') T^y] ^> 

520 



wo 99/19296 PCT/JP98/04529 



(279) N-k (R) - (2-eu v^;l/) >^;u-5-p< h+v'^ 

(S) - [N- (4 -7iy+v7 T5y] ^ 

5 (280) (R) - (2-lf';v;W) 5->J h^vp< 

(S) - [N- [4- (^>V7 7 :^-2 --r;W) y^::^)UiJ)U^ 

(281) N-liKn^v-2 (S) - (3 -tf U y;P) 5 h+'>> 
h + v-4 (S) - [N- (4 -7^7 :^v7i^;i/;?;;i/;^'-;i/) r^y] ^ 

10 >^>T< h\ 

(282) N-tKn:^v-2 (S) - (3-t:'Vv;i/) p< -f-;!^- 5 h + vp* 
h^v-4 (S) - [N- [4- [2- (4 -pt^;i'7j^-;i/) 7 

(283) N-tKn^v-2 (S) - (3-t:°Vv;i/) >5^;i/-5-y h^v^ 
15 h^'v-4 (S) - [N- [4- (1 — .-f^-)],) 7i-;i'>!;;i^jK-;i/] T 

(284) N-tKn^i/-2 (S) - (3-li*';v;^) 5 h ^v;< 
h^v-4 (S) - [N- [4- [2E- (4 -^'nn7i^;L') o^r-^l'] 

20 (285) N-t Ka^v-2 (S) - (3 -li'V v;i/) y^^W-S -y h^v>< 
h^v-4 (S) - [N- (h7;^;^-4->f-;l'v^o^^v;l/*;l/.-i^-;i') 

(286) N-liKn:^rv-2 (S) - ( 4 - H* U v^^l^) ^ ^^W- 5 h ^v'pt 
h^v-4 (S) - [N- (4 -7 Jiy :^v7 HL-;!/*;!^*'-;!^) T^y] ^ 

25 >^ >7 5 

(287) N-t:Kn:^v-2 (R) - (2-l:Uv;l') j^ff-^W-S- (2-^h 
^vih:^v) (s) - [N- ( 4 -7iy ^v7Jl:=•;^*;^^^' 

521 




wo 99/19296 PCT/JP98/04S29 

(288) (S) - (3-e'jv;u) >f-;u-5-j^h^v^ 

(S) - [N- (2 ->-?^;^7i-;U3!/;k.-K-;u) T5y] 

5 (289) N-li (S) - (3-li°V v^;W pf^;i^-5 -J^h^v^ 

h+v'-4 (S) - [N- (3 -^f-;i'7ji-;i/*;i/**-;u) r^/] 

(290) N-kKn:^v-2 (S) - (3-lf';v;P) > 5 -x h i(r 

(S) - [N- (4 ->^;U7x^;u:<y;U/-K^;i/) T^y] 

10 >7 5 K> 

(291) N-kKn:^v-2 (S) - (3-tfVv;i') ^ 5 h + 
b^v-4 (S) - [N- (4 -pt h^v7i-;u;&;i/**-;i/) T<y] ^> 

(292) N-tiKo^v-2 (S) - (3-lf';v;l') 5 -x h ^ 

15 h^v-4 (S) - {li-V'^u^ii-i/)Vij)Viiir^^)VT^ ^y '^yr ^ Y\ 

(293) N-tKn:^v-2 (S ) - ( 3 - tf U v;i') ^ 5 -x h + v> 
h^v-4 (S) - [N- (4 hD7ji-;l<'*;l/,i>*-;i/) T^y] ^^iS' 

(294) N-tKn:^v-2 (S) - (S-liVv^W) ^ 5 -x h + vp^ 
20 h^v-4 (S) - [N- {A -rfu^y T^/] ^^^J' 

(295) N-tKn:^v-2 (S) - (3-4ryV;U) - 5 -x b ^ vpf h 
-4 (S) - [N- (h7>X-4-^^;l'v^n^^->;i/*;i/s^*x;i/) 7 5 
y] '^^^ >75 Kx 

25 (296) N-t: KD^v-2 (S) -7i-;P^;i--5 -y h+v-4 
(S) - [N- (4 -7iy + v7a:x;l/:!!?;l/7Kx;l') 7$y] ^>^'>75 
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(297) (S) -•7a^-;P^:^-- 5 -J^ h ^vpi h^v- 4 
(S) - [N- (h7>;^-4 -^f-;i/v^n^^v';p>&;i/4^*^;i/) 7<y] 

(298) N-tKD:^v-2 (S) 5 h ^vpJ h ^->- 4 
5 (S) - [N- ( h'7>:^-4 ->f-;l'V^n^^v;l/*;l/#-;l/) T^J} 

(299) N-tKD:^v-2 (S) - (4-Vf'; v;W) ^:^--5-J^h^vp« b 
^v-4 (S) - [N- {Vyy:^-A-:^^)V'yi^uy\ir^y)Vij)]/j\^=.)V) 

T$ y] yT< Y\ 

10 (300) (S) - li h h ^v- 4 

(S) - [N- (4 ^ T^y] ^v-^^r^ 
K, 

(301) N-liKn^v^-2 (R) FDi|rv> 5 h h 4rv 
-4 (S) - [N- (4 n 07ai^;l/:;!;;i/*'^;u) 7^/] ^>^>T^ 

15 h% 

(302) N-liKn:^v-2 (R) -pf h ^ 5 -J^ h ^ vpf h ^v- 
4 (S) - [N- (4 b n7jL^;i/*;i/7K::^;u) r^y] ^>^>T5 

(303) (R) -^Vi^;!/^^:/^^;!/- 5 -J^ h^vp« h 
+ ^-4 (S) - [N- (4 h n7i-;k:^;;i/**-;u) T^y] 

20 h% 

(304) N-liKn^v-2 (R) - ( 2 -pt b ^ vJ^ h + v) p»^;i/-5-J:. 
b^vXb^>'-4 (S) - [N- (4 b a7ai~;i/*;i'!}e-;i') T^y] 

(305) N-tKn^v-2 (R) h ^ 5 - ( 2 h ^ vo^ h 
25 ^v) ;><b^v-4 (S) - [N- ( 4 - / 7 ^U^K-;!/) T^/] 

(306) N-liKn^v-2 (R) h ^ v> f-^W- 5 h 4r b ^ v- 
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4 (S) - [N- (b7>7.-4-p{^Ji/vi>a/\:^v;i/*;i'*'-J^) T^y] 
(307) N-t:Knilrv-2 (R) b ^ v> 5 - J- b b 

4 (s) - [N- (4 -7'D*7i^;i/*^i"K^^i') T^y] ^y^yr^ K. 

5 (308) N-H (R) b^v^^^^-5--:c.b^v^ b^'>- 

4 (S) - [N- (4 -^^ nD7i-^U*^^*'--'l') T^^] ^>^7>T^ K, 
(309) (R) 5 - 

vxhi^v') > h^v-4 (S) - [N- (4 -vTy7a.-;l'*;i/**-;l/) 

10 (310) N-l^KDi^v-2 (R) --<>v;i't^v^^;i'-5-J-h^v^ > 
^v-4 (S) - [N- (4 -^'na7i-;U*^W**-''l') T?^] '^^^^S'V 

(311) N-liKn:^v-2 (R) v;l/:i-^v^ -^^l-- 5 - j:- b + H 
i^v-4 (S) - [N- (4-7'n^7i-;W*;^'-K-;U) T^^] ^y 9 y 

15 T'^ K. 

(312) N-liKni^v-2 (R) - [2 - (3 h^v^^y ^v) ^^^l-] 
_5_j,l.i^v,{ hi^v-4 (S) - [N- (4-^bo7x^;v*;v*'-JW 

(313) (R) - ^ b v ^ f-;W- 5 h ^v'^ b - 
20 4 (S) - [N- [ (2--baf-:^7x>-5-^^l-) ^I/'K-^H T<V] 

(314) N-tKoi(rv'-2 (R) b ^^W" 5 -J^ b ^ v> ^ ^'>- 
4 (S) - [N- [ (2 -T'n^-^^^i-ViV-S-^^l') ^^^'K-^'^J 75^] 

25 (315) N-tKni^v-2 (R) - ( 2 h ^ b ^ v) ^ f-^l— 5 

bi^vp»b^v-4 (S) - [N- (4-^D^7x-;W^^l"-K^^W 75 7] 
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(316) N-H Koiiri/- 2 (R) - (2 h^v^ h^rv') 5 - (2 

hi^vo-hi^rv) (S) - [N- (4-vTy7x^;v*;v 

r^y] >T ^ 

(317) N-liKn:¥v-2 (r) - ( 2 ->t b ^ v J- b ^ v) ^ 5 --^ 
5 (S) - [N- (4-j5'no7i-;i/:^;;i/*'^^U) T^y] 

(318) N-tKni|rv-2 (R) v;V:t ^ v ^ 5 - h ^ v ^ h 

i^,>_4 (s) - [N- (hy >7.-4-p«^;V'>^'n/\^v;i'*;i"-K^-'W 

10 (319) N-t Kni(rv-2 (R) - {3-^J:.~)V) ^ V ^ ^ )^ - 5 -J^ 
h^v^h^v-4 (S) - [N- (4-^hn7j:^;l'*^V*'-^^) T^y] 

(320) N-liKn^v-2 (R) - ( 2 - tf 'J v- ^ ^JU- 5 -li Ka^^r 
v-4 (S) - [N- (4 -7 xy ^v^i-Jl/^JW*'-^^) T^y] 

15 >T5 K. 

(321) N-liKni^v-2 (S) -p< f-;w- 5 -ti Ka:^ v- 4 (S) - [N 

(322) N-liKni^v-2 (S) ^^l^- 5 - ti Kn^v- 4 (S) - [N 
_ (4 _7'n-^7 x — T^y] ^>^:^T^ K, 

20 (323) N-l^Kn^v-2 (S) - (3 b ^v-<> - 5 - 1 Kn^ 

,>_4 (s) - [N- r^y] ^y^yr 

(324) N-liKni^v-2 (s) - (3-> h^v-^vv;^) 

v-4 (s) - [N- (4 bD7x^;i'* ^i^'K--'^) T5y] ^y^yy 

25 5 h% 

(325) N-liKn^v-2 (S) - (3 b ^ v-«> v^^) - 5 -l^ b^°* 
v-4 (S) - [N- (4-^ nn7ji-;W* JW'K-.'^) T^V] -^>:J'>T 
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(326) N-t:Kn^v-2 (S) - (3 h^v^>v;i') - 5 -li Kn^r 
v-4 (S) - [N- [ (2 -■/n^f-:t7 i >-5 --Y^V) *;L'*'-;W] T 

5 (327) N-liKn:^v-2 ( S ) - ( 3 - p< h ^ v"^> v>'^) - 5 - b: Kn ^ 
v-4 (S) - [N- [ (2 hn^:i-7jc >-5->r;l^) T 

(328) N-1iKn^v-2 ( S ) - ( 3 h ^ V v;V) - 5 - 1 Kn:^ 
v-4 (S) - [N- (4 -vry 7 T?^] '^>:J'>t 

10 5 K> 

(329) N-liKn^v-2 (R) v;i':f ^vp<-?^;v- 5 - 1 Kn^^v- 
4 (S) - [N- (4 h n73:-;u*;i«';}?-;L') T57] ^>'^>T5 

(330) N-li Kn:^v-5 h^v> b^v-4 (S) - [N-p«-f-J^-N 

- [4- (4->^na7a:-;u) 7 x-;!/* 7<>'] ^^^^fiXT^ 
15 K, 

(331) N-tKo^v-2 (S) - (3-tf'; v;^) pt^^W-S-^ h^v^ 
h^v-4 (S) - [N->f-;U-N- [4- (4 -^5^007 x-;i/) V 

(332) N-liKn + v-2 (S) - 7 f-;^- 5 h ^ v ^ h * v - 4 (S) 
20 - [N-^^^l'-N- (4 -7'n^ 7 T^y] ^>:J'>'7 

(333) N-llKn:^v-2 ( S ) - ( 3 h ^ v^ > v^^W - 5 - h 
yh+v-4 (S) - [N-^f^Ji'-N- (4 -7'a^7jL-;i/*;l/**-;w) 

25 (334) N-t:Kn:^v-2 (S ) -7 f-;!'- 5 - h 4r vp« h ^ v- 4 (S) 

- [N-^f-^w-N- (4 b a7x-;l/* ;i//-K-;i') T^y] ^>^>7 
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(335) ( S ) f-;i'- 5 v^l'^t^ vpf h ^ v - 4 
(S) - [N-p<^;u-N- (4-- hn^i-;!^*;!/**-;!^) r^y] ^> 

(336) N-tKD:^>'-2 (S) - (3 h^v^>v;i-) - 5 -t: Kn^ 
5 v-4 (S) - [N-^^^W-N- (4-^nD7ai-;V:i?;i"-i<^;U) T<y] 

(337) N-liKn:^^v-2 (S) - (3 h^v^^v;!/). - 5 Kn^ 
v-4 (S) - [N-^^;U-N- (4-- hn7i-;V*;i/>K-;U) 75^] 

10 (338) N-t:Kn^v-2 ( S ) - ( 3 - ^ h 4r > v^l-) - 5 - 1: Kn 
v-4 (S) - [N-p'^^-'W-N- (4 -rn^7i-;i':^7;i^*'-;w) T^y] 
^^^^ >T 5 K. 

(339) N-HKn:^v-2 (S) 5 - Kn ^ v - 4 (S) - [N 

-^^;u-N- (4 h n7 ji-;!/*;!^^^-;!/) Tl /] '^>^'>T5K, 
15 (340) N-t Ko^v-2 (S) -^>v;l^-5-t Kn^v-4 (S) - [N 
-^^;i/-N- (4 hn7i^;u*;u;K-;i/) T^y] ^>^>T^K. 

(341) N-liKn^v-2 (S) -^^;U- 5 -li Kd^^v- 4 (S) - [N 
-p«f-;u-N- (4 --/n^v ji-;i/*;u7K-;^) T^y] ^>^>T5 

(342) N-li (S) -^>v;U-5-li Kn:^v- 4 (S) - [N 
20 -?i-?^;w-N- (4 -yn^7 ji-;i/*;i/*'-;i/) 757] ^y^yT^h\ 

(343) N-liKn^v-2 (S) f-;i/- 5 - H ^ v- 4 (S) - [N 
->^;i/-N- (4 -^'nn7ji-;i/*;U5K-;w) 7<y] ^>^>75 

(344) N-liKn:^v-2 (S) -^V v^;i/:^- + v- 3 (S) -V: Kn^v- 
4 - (N- (4- (3 -7 h# V- 1 -yntf-;!/) 7 * 7 

25 5 7) 5 K. 

(345) N-liKn:^v-2-^>v;i^*^v-4 - (N- (4 - (3-7 
V- 1 -yn i:ii;u) 7 ;U'-K-;i/) 7 5 7) -2--/-r'7 5h\ 
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(346) ->;^ - 1 - (N-t; Kn:^'>T A y * f-;i/) _ 2 - (N - (4 

- (3 h + V- 1 -T'n t:^;i.) 7 * T^y) -y^u^ 

(347) (N-t: Kn^vT^ y :^7;i/*'-;U^f-;l/) - 2 - (N 
5 - (4- (3 h + -7'nt:-;p) 7 i-;i/*;i//-K-;u) r^y) v 

r 

(348) Yyy7s-\- (N-t Kn^^vT? y - 3- (N- (4 

- (3 h4r V- 1 -7'n tf^;i/) 7 ^ ;l/.-}f^;U) T</) viJ'n^ 

y^y. 

10 (349) v;^- 1 - (N-t Kn^vT^ y :«7;i/^-i^'-;i/) -3 - (N- (4 - (3 
-y h^v- 1 -7'niij::.;i/) 7 Ji-;i/55f ;^;^*^;^) T^y) ->^'n^>:J'>, 
(350) h^^;^-!- (N-t Kn^vT? y *;u**^;i/) - 2- (N- (4 

- (3 -y V- 1 -7'n tf^;u) 7 * ;u>1^'-;i/) T^y^f-^W v 

u^y 9 y^ 

15 (351) N-liKD:^v-2 (R) -T';;P-5 -J^ h+vy h^v-4 (S) 

- [N- (4 -7 +->7a:-;i/*;i'.-K^;i/) T^y] ^>^>t5 

(352) N-fcKn:^v-2 (R) -^>v;P-5 -y h+vy h^v-4 (S) 

- [N- [4- {^y^/yyy -2-^ )v) 7 T<y] ^ 

y^yr^ K. 

20 (353) N-tKn^v-2 (R) -y 5 -J^ h ^vy h ^v- 4 (S) 

- [N- (4 -7aiy ^v7i-;u*;u.if^;i/) r^y] ^^^^^r^ 

(354) N-liKn:^v-2 (R) -y 5 -a:, h ^ vy h ^v- 4 (S) 

- [N- [4- (4 - vTy 7 ai-;i/) 7i-;i/3!7;u**-;u] r^y] ^^rJ' 

25 (355) N-t: Kn^v-2 (S) -^>v;i/-5-y h+vy h^v-4 (R) 

- [N- (4 -7iy ^v7i-;i/*;u**-;i/) r^y] ^>^>T5 K. 
(356) N-t Kn^v-2 (S) — ^>v;u-5 -y h^vy h^v-4 (R) 
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- [N- [4- {3-7iy ^v- 1 -yntf T 

(357) (S) - ( 3 -T 5 y ^> v;i^) - 5 h ^i^^ 
}.;^->_4 (s) - [N- (h7>;^-4->f-^i'Vi5'a^^v;L';(7;i/*'-;w) 

5 7^ >T5 K. 

(358) N-t (S) -'^V 5 - h ^ v> (S) 

(359) N-t KnifV- 2 (S) -^>v;u- 5 h^v^ h^v-4 (S) 

- [N- {A -r ^ ^ y j-^i^iJ T^y] ^>^>T5 

10 (360) N-li Kn:^fv-2 (S) ^>':^^l^-5-J:-b^v> >^v-4 (S) 

(361) N-liKn:^v-2 (S) - (3 -li Ko^v^> v;l') 
v>h^v-4 (S) - [N- (4-;<^;^7ai^;W*;l"-K-^l') 75/] ^ 
>'3'>'7 5 K> 

15 (362) N-H Kni|rv-2-^>v;i/-4- [N- [4- {^yV7yy-2 

(363) N-li Knilrv-2- ( 3 - 7 i-;W7'n if ;i/) - 4- [N- [4- 
:>v'7 7 >- 2 ^V') 7ji-;u*;1'*'--'^] r\J] •/•f-v5K> 

(364) N-t: Koi»rv-2- ( 2 - 7 ^-Jl^i^^W -4- [N- [4- 
20 :^V7 7 2 -^-^1^) y x.-)\^i] )Vyf^=-)V^ 7^/] 7*^75h\ 

(365) N-t: Kni|rv-2-'^>yil'-4- [N- [4- [2E- (4-^'n 
n7i-;i/) J^r^Ji'] 7 j^-;i/*>ii'**^^H 7 5 y] 7'f-7 5 

(366) N-t: Kni(rv-2-^>vJl^-4- [N- (4 -7xy ^v7i-;l' 
5!,;W7K^;i/) 75/] ■/■^7 5 Ks 

25 (367) N-t:Kn^v-2- (:>-7iJ'W>-l--f^l')^^^^-4-[N-(4 

-•7 juJ ^i/y :sL:=.)Vij )Vj^~)V) 75/] 7'f-75K, 

(368) N-H Kndfv-2-'f vyDtf;l'-4- [N- (4-7x/^v7x 
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(369) N-tKn:^v-2- (^y';v-4-^;W) ^f-;U-4- [N- (4 

(370) (2-Vf'Jv;l/) - [N- (4-7i 

(371) N-t Kn:5E^v-2- (S-H'Uv;!') p«^;i'-4- [N- (4-7i 

(372) N- 1 KO + v- 2 - (^f^^J' U> - 2 --f -'V) y ^^l'- 4 - [N - (4 

10 (373) N-liKo^v-2- (4-lfVv;U) y-?^;U-4- [N- (4-7^ 
y i^^v7i-;l/*;l/;K^;l/) T^y] 7*-?^75K. 

(374) N-k:Ko:^v-2- (3 -y h + v^> v^W -4- [N- (4-7 



(375) N-li Knilrv- 2 y7'f-;i/-4 - [N- (4-7iy4rv7i- 
15 T5y] 7f-75K, 

(376) N-li KD*v-5-y b^v-4 (S) - [N- [4- (4-^ an 

7x-;k) 7i^;P:«?;W'K^;i'] 7^y] ^v^vr^ h\ 

(377) N-liKD^v-2 (S) -yf-;i'-5-;^^'v>'f 5 K-4 (S)- 
[N- (4 -^nn7a^-;w:*;^*'-;i/) T$y] ^>^>T5 K> 

20 (378) N-t:Kn^v-2 ( S ) - y ^>'l' - 5 -y> ^' v > ^ K?}" ^ v - 4 
(S) - [N-y^;l^-N- (4 -- hn7i-;l/*;i"-K-^l^) T^y] 

(379) N-liFn^v-2 (S ) 5 - J- h ^ vy h ^ v- 4 (S) 

- [N- (4 -7iy ^v7ai-;i'*;p**^;i^) r^y] ^>:J'>t5 

25 (380) N-liFn:^v-2 (S) -T V .ii^- 5 -J^ h H ^v- 4 (S) 

- [N- (4 -7a^y ^v7i-;u?&;i/5K-ji/) r^y] ^>'^>t5F, 

(381) N-HFnilrv-2 ( S ) - y 5 - h ^ b ^ v- 4 (S) 



ji^;i/5!7;i/7K-;u) T^y] T'f-^^ F^ 
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- [N- [4- (4 -vyy 7 X— ^v) "7 r^y] ^> ^ 

5 9 . it^m-^^. 

(1) 1 -7-l:f-;i/^:t-5-ih*v^ b^v-4- [N- (4-7iy^v7 
x-;1'*;1'jK^;i/) r^y] ^^^^^ 

(2) b^v- 4- [N- (4 -7^7 

10 ^r^fi^t^'b<^#«^4:^-C*-5»IS^^7)^Hlfem<D'^^:-^^^o 
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[1999^2^120 (12. 02. 99) HI^Vi^^M : ffiM^^ncOff ^OgSH i , 
2it>'9-l lltmiE^tlf- : «rH.^t»*<D$5|12, 3S.Xfl 2-1 5*s*P^e>ttfi : fdK^ff 
*rot5BBI*l£!l''j: L„ ( 1 5 H) ] 

1 . miEm) ( I ) 



l^^. Ri{i-COOR10, -CONHORlO, -CONHNHRlO, 
- (CH2) nSR5 0i7t:{i-Y-PO (0R51) g^^^^L, 
RiOfi (i) 7K^J^.^> (u) C1~8T;u^;p^, (iii) (iv) y 

10 (v) ^;^v;i'^i7::{iC 1 ~8 7?u^;i^*ji^*S^L7:::i-^v:*;i' 

R5 0(i (i) TK^i^i^, (ii) C 1 ~8t;i^^;w^, (iii) -COR 5 2 (^4., 
R5 2{ic 1 ~8T;u^;i'SS/>:{i7i-;u^5:at)1-o ) > (iv) -SR5 3 
15 (i&ff', R5 3{d:;}c^jgi^, C 1 -8T;u^;uSJfc{i7x-;i'*^^t)-ro ) 

R2, R3, R4, R5, R6^ R7{i-?-n>?';fLa3lLT 

20 1) Ti^mw.^. 

2) C 1 ~8 t;u^;u*, 

3) C2~8T;U'>-^^u^. 

4) -OR 1 K 




R2 r3r« r7 O 



5) -SRI 1, 
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6) -NR 1 2 R 1 3^ 

7) -COR 1 4. 

8) C y c 1, 

9) -ORll. -SRll. -NR12R13^ -COR 1 4/ i^T^vV^ 
5 tfzliCy cli)-hmi:£iT^^Mi}mmLt:C l-S7)l^^}Um. tfzit 

10) -ORll. -SRii. -NR12R13^ -C0R14^ 

*;5>V^(±R3^t R4^,5?-j^tI^^-CC l-87)V^U>m. R5^tR6^ 
^^-^^C^oTC 1 ~8T;U^1x>^, R3^t R6^;6^-^tC^o-rC 1-8 

R 5 mTl)^~miZ ^orC2~8T 1/ $ Ji R 6 R 7 ^a^-^iz tj: 
oTC 2~8T;L'^U>^^:^t>f 

R2(i2-yne^;l/^^^;bL, R3, r4^ r5, r6^ R 7 
15 ±LX 

1) tK^IE^, 

2) C 1 ~ 8 t;i^^;u^. 

3) C 2--8t;u^-;1'^, 

4) -OR 1 1, 
20 5 ) - S R 1 1 , 

6) -NR 1 2 R 1 3^ 

7) -COR 1 4, 

8) Cy c 1, 

9) -ORll. -SRll, -NR12R13, -C0R14, =-'y m 

25 tfz\±Cy c li}-hM\tfihm-hm^LfzCl-~%r)V^)\^m. tfz\t 

10) -ORli. -SRii, -NR12R13^ -C0R14^ ^T^vV 
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T;u4rl^>*. R4Xi:R5^5{,?-^jc;fcoTC2~8 7;i^+^>^, i/c(iR 

T-xjmmmttzit^tii^X^tff) a) ci~8t;i/^;i/S, (ii) ci~8t;1'3 
+ (iii):^hn^, (iv) ^T-vV^. (v) T5vVSx (vi) ^Noy 

(vii) - h V . (vui) 7K^*> (ix) (x) 
10 -NR101R102 {RiOlisXZfRlOZa. J^ti^iti^iLLXyiLmW-^^t 
;t{iCl~8 7;i/^;uStat>1-o ) , (xi) -COORios (Ri03{i^;!}c 
mW.^tfz\iCl-8r;\^^)um^Ut>i-o). (xii) h 'j ■7;i':*-n^^;u^, 
(xiii) h >; 7;l/^n^f-;L':?}-^v^, (xiv) -7^1-;!/^. (xv) Cl-8T;l' 
^;i/^J/^{iC 1 - 8T;i/n^v^tcj;oT®^?;h,TV>-5 7i-;i'*. (xvi) 
15 (xvii)7i-;u;^;u;}^^;wS, (xviii) h 

';;i'^HJ: ^JM^^$^^7tC 1 ~8T;1'^;1'^. (xix) ^ro3gt/z{i (xx) 

(xxi) -CONRl0 4Ri0 5^-^aj^$;fl,/-Cl~8T;u=r^v*(^ 
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{±C y c 4:^m^LfzC 1 - 8 T;P^;i/^^^^? L. 

R 3 6 C l-8 7;u^;l/^. Cy c AtfziiCyc ATbmmLfzC 

R^Uty^m^^. C1~8T;^^;wS. Cyc4. C y c Aibm^LtzC I - 
5 8T;V^;U*^/.:{i-COR3 9 (r 3 9 fic 1 - 8 T;i^^;u^, Cyc4*/; 
(iC y c 4^^amL7tC 1 ~8 T;u^;i/^=S:at)-ro ) ^Ut>L. 
R3 8fi;jc^^, C 1 ~8T;p^;1/X. C y c 4, C y c Atm^LtzC 1-8 
T;1/^;I/^. -NR40R4 1 (R4 OiJitjfR 4 l fi^ifl^^tL^S^ZLTTiC^i^^, 
C l-2,T)V^)V^, Cy c 4 iT^rtiCy c Aiim^LfzC 1 -ST^W^^P* 
10 ^Ufyto) i%t>-tt\ *)'2> V^{±-E-G t-#tw:&o-CC 1 ~4 T;l/^ V 

p(i 1 -5<7)^?gi:^^t»L. 

M{±C 1 ~8T;U^U>'^tat>L, 

Jfi^^-g-, €ISl^TFt7t(i-NR4 2- (R^2iti^^]^^^-itz\t 

15 C 1 ~8T;i'4^;u^=Sr^t)1-o ) t^t>L. 

s^tim^^-^. i7t:{iR2, R3^ R4, R5, R6^ R 7 ^ ^ |W|-^^SZ^ 

(/t/iL, R3^tR4^;6^-^tZ=S:oTC l-ST^b^P^S, R5^<tR6 
S:*^-^tC:2:oTC 1 - ST;!/^^^^, R 3^t R 6^5j.s-^iC^:oTC 1 ~ 

7" iJ' > ^ Tt: {i lb 0*#tt;go 

2. (iiiP) R2, R3^ R4^ R5, R6, R7;{,J^;M,'ritia3ZLT 

1) 

25 2) C 1 ~ 8 7;i/^;u^^ 
3) C2~8t;i/>^-;i/*. 
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4) -OR 1 1, 

5) -SR 1 1, . 

6) -NR 1 2R 1 3^ 

7) -COR 1 '1. 
5 8) C y c K 

9) -ORii, -SRll, -NR12R13, -C0R14^ ifT=-VJ^ 

10) -ORll, -SRli, -NR12R13, -C0R14^ i^T-vV 
10 *-&v>{± 

^oTC 1 ~8T;u^^>*, R3^i:R6^^?-^i-;ioTC 1 ~8T;u^V 
R2^i:R3^^5-0(z^^-CC2~8T;i-^^:^^, R4^i:R5^;is 
-^fC:&o-CC 2-8 T)\^^\^y&^ ttz\±R^mt R 7^,&?-^ic^roTC 2 

3.. (iiJjP) R2;{i?2-7'ne^;U^^^;bL, R3, R4, r5^ r6^ r 

1) 7lC^i^i=-, 
20 2) C 1 ~8T;^+;u*. 

3) C 2~8t;w^-;u*, 

4) -OR 1 1. 

5) -SRI 1. 

6) -NR 1 2 R 1 3^ 
25 7 ) - C 0 R 1 'J , 
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8) C y c 1 , 

9) -ORll. -SRll. -NR12R13, -C0R14^ i^T-vV^ 
tfziiC y c 1 ^-hMiitihmn^mmLtzC 1 - Sr)\^^)i^m. ttzit 

10) -ORll. -SRll, -NR12R13, -C0R14, ^T-'Jy 
mtfzitCy c l^^ibMi£fli^:^mmLfzC 2 - 2>T ^ )V^^Ui^-ri)^^ 
hh^^t. R3Si:R4^:6-'-^tC^:oTC 1 -8T;1/^^>*. R5^tR6 
m-b^-^\Zi^^XC l-%T)V^Vym. R3^^:R6^;{,J-i^ic^oTC 1~ 
8T;t'^P>S, R4^i:R5^^s_^(;:^^-^C2~8T;l/drU>^, tfz\± 
R^mt R7^^^-^lc^:^TC2 - 8 7;P^U>^^a^-ri»^(^l6igi IS 

4. R 1^^-cooR 1 o^-c^,^is^(7)^Hiiei^<7)<l:'^t/o 

5. R ijJi^-CONHOR 1 ^^'^i>h%%ilL(DmMlUWL(r>it^mo 
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6. R CONHNHR 1 0 A-e*-S|f^O|EH l |e^(^f|:-^t/o 

7. Rl:d«- (CH2) nSR5 0^-e*)^if^W^HlEf^O'fb'^tl« 

5 8. Rl^*-Y-PO (OR 5 1) 2^'^^^^^<^^mitm<Dit^!^o 

(I) 4- (N- (4- ('^>V*7 7>-2 7 ji^;U*;l/**ji;i/) 7 5 

y) ■/^>'^> 

10 (2) 4- (N- (4 -^^;P7x^;P*;i/**r.;i.) r^y) r^J' ^iS. 

(3) 4- (N- (4 -•rf-;U:j-^v7 T5y) yi^>M. 

(4) 4- (N- (3 -^'f-^i/^t^v^i-;^:^;;!/.-}^-;!/) T$y) 7"^:^^. 

(5) 4- [N- [4- (2- (4 -y Ji-;i^) 77>-2- 

15 (6) 4- (N- (4- (tf n-;u- 1 -xf 7 x T^y) 

(7) 4- (N- ih9>7^-4-y^)\yi/^u^^-y)\^:f])U7i?:^)U) T^y) 

(8) 4 - (N- (4 - (3 -y V^'y- 1 -7"n vf^;i/) 7x-;l/*;u.-^'^;u) 
20 rs.y) f^yWi. 

(9) 4- (N- (4 -7*'9^;W7x-;i'?E;;U**-;i/) T^y) 7"^ >®?, 

(10) 4- (N- (^>v*7 7>-2 r^y) 7*:5' 

(II) 4- [N- [4- (2- (4 -:J'nn7x-;l/) a:.r-;l^) 7x^;i/* 

7 5 y] 7'^ ^'g?. 

25 (12) 4- [N- [4- (2 - (4- ('f 5 ^V-;!/- 1 ;1/) 7x-;i') 
a:-^-;i/) 7 x-;!/;^^ 75 y] 7*^ 
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- (4- (^>v'7 7>-2 --r;u) T^y) 

(54) 2 (S) - (3 -V j.:-;l/-2 -yn^^;!/) -4 (S) -p^h+v^ 
^;U;J-^v^-^;U- 4 - (N- (4- i^>yyy>-2 -4 7i-;U5!7 

5 (55) 2 (S) - {3-y j:.-)U-fxJ\d)\^) -4 (S) 

v^-^;w-4- (N- (4- {^>'/yy>-2-^}i^) 7 ji^;!/?^;!^*'-;!^) 

(56) 2 (S) S-J^h^v^ h^v-4 (S) - [N- (4-^ 

nn7 jc^;i':*;i//-K:=.;u) 7 5 7] ^>^>^, 

10 (57) 2 (S) -7^;i-- 5 h^v^ 4 (S) - [N- (4-- 

hn7jc^;i/*;U5K-;u) 75 7] 

(58) 2 (S) ->f-;i^-5-J^h + v^ h^v-4 (S) - [N- (4-^ 
D^7i-;l/*;^**-;l/) 75 7] 

(59) 2 (S) -7';;i/-5-a^h^v7 h^v-4 (S) - [N- (4-- 
15 h n7ai-;w:^;;u4^'-;w) 75 7] -^^^^S?, 

(60) 2 (R) -7 b^v7^;i/-5 -J^ h^v7 h^v-4 (S) - [N- 
(4 h n7jc^;i'*;WiK-;l/) 75 7] 

(61) 2 (R) -^>y;U:^-^v7f-;W-5 -J^h^v7 h^v-4 (S) - 
[N- (4 hn7ji-;i'*;U/-K;^;l/) 75 7] ^>^>^, 

20 (62) 2 (S) -7-^;l/-5- (2 -7 h^vo:. h^v) ^|.:^v_4 (s) 

- [N- (4 -v77 7i-;i':!&;p;K-;i/) 75 7] '^^^J'^if, 

(63) 2 (R) - (2 -7 h+voi h^'» 5 _ji},:^v7 h^v/- 

4 (S) - [N- (4 h n7i^;U3!;;i'7K-;u) 7 5 7] 
(65) 2 (S) -7 V;!'- 5 - (2 -7 h^rvo^ h ^v) ^|.^v-4 (S) 
25 - [N- (4 -->7 7 7i-;P:^f;l/.-Kj:^;l/) 7 5 7] 
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(66) 2 (S) h^>'pt-?^;P-5- ^ h^v- 

4 (S). - [N- (4 -vTy r^y] 

(69) 2 (R) b^v^f^;W-5-Jih^v^ (S) - [N - 

(4 -7'n^-7i^;W:^;l/;K-;i/) T$y] 

5 (70) 2 (R) h^v>5^;i/-5-J^h^vp< h^v-4 (S) - [N- 
(71) 2 (R) -^>v;i/:^-#v^^;U-5- ( 2 h ^vJi h ^ v) ^ h 

^v-4 (s) - [N- (4 -•xry 7jl-;u*;p5}?-;u) t^/] 

10 (72) 2 (R) -^>v;U^^v/^;U-5-.xh+v/ h+v-4 (S) - 
[N- (4 -:J'Dn7jc^;l/*;U**j::;l/) 75/] 

(73) 2 (R) -^>v;U:j-^v/^;l/-5-J^h ^v/ h^v-4 (S) - 
[N- (4 -■/n-t7i-;U'*;i/;K-;i') 75/] -^^^J'^^, 

(74) 2 (S) -7 5 h^v/ h^v- 4 (S)-[N-(4-y 
15 n^'7i-;i/:^;i/**— ;i/) 7 5/] 

(75) 2 (S) -7VJ1/- 5-J^h^v/ b+v- 4 (S) - [N- {4--^ 
nn7i-;P:^7;i/;K^;i') 7 5/] 

(76) 2 (R) - (2 -/ h^vx h^rv) /f-;^-5-J:-h^v/ b^v- 
4 (S) - [N- (4 -7*n^7a^-;i/*;i/^'-;u) 75/] 

20 (77). 2 (R) - (2 -/ b^vJ:.b:^v) /f-;W-5- (2-/h^vJ^h 
4rv) /b+v-4 (S) - [N- (4 - v7/ 7i-;P:«f ^U^K-;!^) 75/] 

(78) 2 (R) - (2 -/ h^vJi h^v) /^;i/-5 -J^ h+v/ h^v- 
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4 (S) - [N- (4 -^^ nci-7x-;i':^;i/*'-;u) r^/] ^>^>^. 

(80) 2 (S) -^f-;!^- 5 -J^ h^^v- 4 (S) - [N-^^;^- 
N- (4 -yn^ 7a:-;w*;WjK-;i/) T^y] 

(81) 2 (S) 5 hi^rv^ h^v- 4 (S) - [N-P<f-;l'- 

5 N- (4 -- h o7i-;u:^7;U/-K-;i/) r^y] ^^^^^is. 

(82) 2 (S) -^>v;u-4 (S) - t -r^;w>^^ f- ^ 
;i'-4- (N- (4- ('^>y77>-2 ;i') 7i-;u5!;;i^.-}^'-;i/) 

(83) .2 (R) -^>>?;U-4 (S) -11 Kn:^rV-?<f-;i'-4 - (N- (4- 

10 {^yy''yy>-2-^ )\^) 7 ji-;i/5!;;1/.-k^;u) T5y) 

(84) 2 (S) -^>v;W-4 (S) Ko^v^f-;i/-4 - (N- (4 - 
(3 h^v- 1 -7'nif;:i;i.) 7x-;u*;W;ie-;i') T?y) T'^ ^S?. 

(85) 2 (S) -^Vv;U:t + v-3 (S) - H K n i\ri>- 4 - (N- (4- 
(3 -y h^v- 1 -T'ntf-;!^) 7i-;u*;i/*'^;w) T$y) r^^^, 

15 (86) 2-^>v;^:t^v-4- (N- (4- (3 -y h^v- 1 -yotf- 
;i/) 7 *'-;!/) 75^) -2-7*-f>iS, 

(87) v;^- 1 ->?;;i/**^ v^^;l/-2 - (N- (4- (3-^h^v-l- 
7'ntf— ;i/) 7 Ji-;W55r;i/>K-;i') r?/) 'y^ti^>^>, 

(88) h 7 1 -*-'l''K^v^f-;i'- 2 - (N- (4- (S-^b^v- 
20 l-ynt"^;!/) 7i — ;i/) 7^y) vi?n^>:5'>, 

(89) b7>;^-3- (N- (4- (3 -y h#v- 1 --/nif Ji;u) 7x- 
;!/:;!; ;UjK-;W) T^/) v^n-^>^>^, 

(90) v-X-3- (N- (4- (3 h^v- 1 -ynn'-;!/) 7x-;l/* 
;i/;K-;i') T^y) v^^n^y^vif, 

25 (91) h7>;^-2- (N- (4- (3-y h^v-l-7'nii^;l/) 7ji- 



541 



wo 99/19296 PCT/JP98/04529 

(92) 2 (R) -T';;l/-5-Jih+v> (S) - [N- (4-V 

(93) 5-yh^v-4 (S) - [N- [4- ( 4 - ^ n n 7 "7^- 

(94) 2 (S) -y^;i'- 5 -7.^ v>'^' 5 K-4 (S) - [N- 

(95) 2 (S) -y^;U-5-xhdfvy h:^v-4 (S) - [N- (4-7 
^y ^v7i-;i'*;i/**^;u) T5y] -^^^v^. 

10 (96) 2 (S) -TU^W-S-o^h^vy h^v-4 (S) - [N- (4-7 

^y ^^7 ji-;i/*;i/.-K^;i/) T5y] ^^^r^^, 

(97) 2 (S) -yf-;l/-5-J^h^vy h^v-4 (S) - [N- [4- (4 

-vTy7i^;i') 7i-;i/*;w;K-;i.] r^y] ^^^^gj. 
15 -5, W^Ofgffl 2 mm<oit^!^o 

1 0. (^SiEf^) 'fb^iiJ;^^ 

(1) N-liKn^v'-4- (N- (4- V7 7 > - 2 -'f ;w) 7i-;i' 
:^;;l..i£-;i.) T5y) ■/f-7 5 K, 
20 (2) N-iiKn^v-4- (N- ( 4 -y f-;W7 ai ;1/jK-;1') T$y) 

(3) N-iiKn^v-4- (N- (4-y^;W:^-^v7i-;U:«f;W'^'-;i/) T 
^y) r^7 5 

(4) N-tKD^v-4- (N- (3 -7*-^;i':t^v7 j:.r.;i/:^;U.-K-;l/) r 
25 < y) 7'-^7 5 K, 

(5) N-bKn^v-4- [N- [4- ( (4 -y f-;U7 x^~;w) 
7 7>-2 T$y] r^^^K, 
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(160) (S) -i^;V-5-^ h^v^ (S) 

- [N- (4 -7iy :^v7a:^;U*;l/;K^;U) T$y] ^>:J'>T<h% 

(161) N-E Kn:^^v-2 (S) -7"ne;i/-5-^ h^v^ (S) 
5 - [N- (4 -7iy ^v7i-;U;&;U4^'j:^;u) 75 y] ^>:J'>T5 h\ 

(162) (R) - t -7'h+v*;W7K-;i/p{f^;i/-5 b 
+ v^h+v-4 (S) - [N- (4 -7iy ^v7ai-;i':)&;i/5K^;i/) T5 

(163) N-1iKn^v-2 (S) -7 'J ^l-- 5 h h ^'>- 4 (S) 
10 - [N- (4 -7aLy ^v7ai^;k*;u.-K-;i/) 757] ^>^>75h\ 

(164) N-liKn:^v-2 (S) -J^^JW- 5 -J^ h ^v'^ h ^v- 4 (S) 

- [N- {A-y ^i/y aL=.)Vijivt'-)v) rxj] ^y^yrx Y\ 

(165) N-l:KD^v-2 (S) -x^;l/-5 - (2 h+vJ^ h^v) ^ 
h^v-4 (S) - [N- (4 -7xy ^v7 x-;L':^;;i/**-;i') 75 7] ^ 

15 :^^'>7 5 

(166) N-tKn:^v-2 (S) -o^-^;!/- 5 - t -7'^>'^*;l^'K-^l':t^ v 
-4 (S) - [N- (4 -7ai y ^v7ir:;i/*;i/7K-;i/) 757] ^^^'V 
7 5 K. 

(167) N-liKn + v-2 (S) - 7 V ;U- 5 h ^ -> ^ h ^ v - 4 (S) 
20 - [N- (4 -7 ^;i'7a^-;i/*;i'^'-;u) 75 7] ■^>:J'>75 K, 

(168) N-liKn:^v-2 (S) -7 U 5 -J^ h ^ h ^ v- 4 (S) 

- [N- (4 h 07 j^-;u*;i^>-K-;u) 757] ^y^yr^ K, 

(169) N-fc KD^v-2-7f-'j7'>-5-a:.h^v'7 h^v-4 (S) - 
[N- (4 h n7i^;i':^;u>-}^^;i/) 757] ^>:J'>75K, 
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(171) N-liKn:^v-2 (S) -T 'J ;u- 5 - (2 h ^vo: h ^^v) ^ 
(S) - [N- (4 -vry 7jl^;W7!7;W.-K-;1/) 7^/] -^^^J' 

(174) (S) -T U 5 -Ji h ^ h + v- 4 (S) 
5 - [N- (4 -rn^^7i-;i/:^;i//-K-;l/) 7^y] ^^^^T^ K. 

(175) (S) -T V 5 -J:- h + h ^ v- 4 (S) 

- [N- {4-'^tiuy^^)Uij)V:^:-)i) r^y] ^^^J'Vt? 

(176) N-t:KD:^^v-2 (R) -vp<-?^;i'T^ 5 -Ji^ h + v^ h 
^v-4 (S) - [N- (4 -- h 07 j:^;i'^;i/x-K-;i/) T^y] > 

10 7 ^ h% 

(178) N-k Kn^v-2 (R) -^>v;l'-5-y h+vy h+v-4 (R) 

- [N- (4 -7 jE.y ^v7x^;P:^;i/.i^;::L;i/) 7^^] '^>^>'7?>\ 

(179) N-llKD^v-2 (R) -^>v;U-5 -y >^vy h^v-4 (R) 

- [N- [4- (3 -7x7 + V- 1 -yo If j::;u) 7 x-;u ^ 7 
15 ^ y ] ^ > :^ 7 5 

(180) N-liKn:^^v-2 (R) -y 5 - h ^ h + v- 4 (R) 

- [N- [4- (4 -v7y 7 x::i;U) y x. — )]^ t )\/ 7^y] -^^'^ 
>'7 5 K. 
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- [N- [4- (4 -vT/ 7 7^/] 



5 11. (MjE^) 'fk^it 

(1) I -T'^'f-)\^^t- 5 -^h ^iy;* h + v'-4- [N- (4-7^. 

(2) 5 -J^ h^v^ h^v- 4 - [N- (4 -7^^ ^v'Vai-;U*;l/>-K-;U') 
1 2 . (iiiJD) it^mi}". 

(64) 2 (S) - (2-7'ni±*^;U) -s-jnh^rv^ h^v-4 (S) - [N 

- (4 h D7i-;i/*;u#-;i/) r^y] 

15 (67) 2 (S) - (2-ynif-;i/) -5-j^b:^v> h:^v-4 (S) - [N 

- (4 -7'o-^7i-;i^*;u?K^;i^) r^y] 

(68) 2 (S) - (2-yotf^;u) -5-xh^vy b^>'-4 (S) - [N 

(79) 2 (S) - (2-7°ne^;l.) -5- ( 2 - ^ h ^ vo^ h ^v) 
20 v-4 (S) - [N- (4 - vry 7ai-;U:^?;b*'-;l/) T^y] ^^^J'^St^ 



5 ^^{i-eaib^^^^^^ttm-^^-SS^cDliH 3 im.<oit 



1 3 . (iiSp) fb-^tf^J^ 

(170) ( S ) - ( 2 - 7°n tf-;i/) - 5 - h ^ v y h + 

25 v-4 (S) - [N- (4 h n7i^;i/:^7 T^y] -^>:J'>T 

(172) N-tKn^v-2 ( S ) - ( 2 -yn t°^;l/) - 5 - h h ^ 
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v-4 (S) - [N- {A-yu^y )V:ii^^)V) ^>^>T 

(173) N-liKn^v-2 (S) - (2 -7'ue-;l') - 5 -J^ h^v^ h + 

v-4 (S) - [N- (4-^ Dn7x^;i/^;i/.if^;W) T^y] ^>^>T 
5 ^ K> 

(177) (S) - {2--:fu\i=.)V) - 5- (2-^h+v 

j^h^v') >{h^v-4 (S) - [N- (4 -'>Ty r 

10 

14. (iisn) lf^<7)^Hi icEm(7)-j^^ (I ) T'^$^t-5,T< y > 
15 15. (iiijp) i»^<7)fBHi tcfe^<7?-^^ (I) -e^?n>57 5 y 
->^^^^>^^) , eifli^^^.<7)«(7)jfiL«ai^r*fiici^^m> 
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^BMi 9^ (1) \zm-::^<mmm 

(Brief Statement) 



fe©Tab§c R27&^2 -:^Dtf-;i'ST25Sib^#3«, bj^*o^7 i~i o 5 
fcia«$n> ^rzmmm4 4 (12), «^!i4 4 (15), iiwy4 4 (le), 

^JS^J4 4 (2 7).mmm49 (104), SIM4 9 (1 0 6)» Sli6g««J4 9 
(10 7), ^WJ49 (111) ©fB«fe{C«#Jj-e.tlTV^S. 

»^(7)$gH^ 2 ^fi, M*0$gH^ 1 3^4^© R 2 2 - y D tr-;|/»Je;^(DS 

»^(^igaii4^~^i iTO, ^n^nmiiBt©»5tc©iiSffl^2]i-^9Ji 
»*(Z)iigHm9«~^i 1^ iiiimm(Dm:^(Dmmf^7m-m9m) ©mie^, 

tt^0«BHmi 4^:fe<kDJ^l 5:^«. sjiffl^^l 4 9^-^! 5 SMfCia^ 
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